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Re: Docket No.: 99P4215CP 

Dear Madam or Sir: 

Enclosed please find a copy of a letter that we have submitted in the docket for a Petition 
recently filed by Faulding Pharmaceutical Co. (“Faulding”) (Docket No. 99P-2252CPI), which 
concerns FDA’s enforcement of the Pediatric Rule, challenged in our Citizen Petition (Docket 
No. 99P-52 15CP). Because Faulding’s Petition presents in a very stark way certain of the 
problems with enforcing the Pediatric Rule that we predicted would occur, we have requested 
that FDA consolidate Faulding’s Petition with our Petition as FDA reconsiders the Pediatric 
Rule. We believe that careful reevaluation of the Pediatric Rule in light of the two Petitions will 
demonstrate that (1) the Rule was an ill-conceived and legally impermissible set of regulations 
that is already beginning to cause the collateral problems about which we warned in our Citizen 
Petition, and (2) for the reasons stated in the two Petitions, it should therefore be revoked. 

Respectfully submitted, 

Association of American 
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Andrew Schlafly, General Counsel 
1601 N. Tucson Boulevard, Suite 9 
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S”..., Re: Docket No.: 99P-2252CPI 

Dear Madam or Sir: 

-.- 

.J 

The undersigned has become aware that Faulding Pharmaceutical Co. (“Faulding”) is 
seeking relief from the application of the Pediatric Rule to its suitability petition for a new 
dosage form of Pamidromate Disodium Injection. As stated in our Citizen Petition requesting 
that the Commissioner revoke the Pediatric Rule, we believe that any application of that rule 
which restricts the choices available to consumers is unlawful and inappropriate. See Dec. 2, 
1999 letter from Daniel Troy to FDA (Docket No. 99P-52 15CP) (Exh. 1 hereto). We understand 
why established principles of administrative law require FDA to apply the Pediatric Rule to 
Faulding - and indeed to all ANDA applicants - but we find the consequences of that 
administrative consistency unacceptable. For that reason, and because Faulding’s request 
highlights a problem anticipated in our Petition, we respectfully urge FDA to consolidate 
Fauiding’s Petition (Docket No. 99P-2252CPI) and our Petition (Docket No. 99P-5215CP). Lye 
believe that a consolidated review of the two Petitions will establish that FDA cannot implement 
the Pediatric Rule without either (1) thwarting other key aspects of the drug approval process by 
enforcing the Rule consistently, or (2) acting in an arbitrary and capricious manner with respect 
to the products for which FDA requires pediatric testing. Because either of these results is 
unsustainable, FDA should revoke the Pediatric Rule for the reasons stated in our Petition. 

_-- 

., 

Faulding’s complaint concerns FDA’s refusal to approve its suitability petition for 
Pamidronate Disodium, which it intends to market pursuant to the Abbreviated New Drug 
Application (“AND,“) process based on the reference listed pioneer drug Aredia, manufactured 
by Novartis Pharmaceuticals Corporation. Specifically, FDA has required Faulding to test its 
proposed drug for safety and effectiveness in pediatric populations - even though 

(1) the pioneer drug upon which the application is based is not labeled for use 
in pediatric populations; and 

(2) the only change between the pioneer drug and Faulding’s generic version 
was a slight variation in dosage forms that Faulding claims has no effect 

.._ 
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on the product’s safety or effectiveness in pediatric populations vis-a-vis 
the pioneer product.’ 

See Oct. 22, 1999 letter from Douglas L. Spom to Kala Pate1 (Docket No. 99P-2252CPI). 
Faulding urges FDA not to apply the Pediatric Rule to suitability petitions, which, like 
Faulding’s Petition, are routinely filed for changes in dosage form that may have nothing to do 
with a product’s relative safety and effectiveness in pediatric populations. See Nov. 16, 1999 
letter from Heike Maaser to Douglas L. Spom, at l-2 (Docket No. 99P-2252CPI); Oct. 7, 1999 
letter from Robert A. Dormer to Janet Woodcock, at 6 (Docket No. 99P-2252CPI). 

The erroneous “intended use” theory underlying FDA’s new Pediatric Rule compels 
FDA’s retisal to approve Faulding’s suitability petition so that FDA can avoid acting in an 
arbitrary or capricious manner. In contrast to its historical regulation of only those uses of a drug 
that the manufacturer claims in the product’s labeling, FDA has taken the position in 
promulgating the Pediatric Rule that it also may regulate merely foreseeable uses - pediatric uses 
in particular - of a product.’ Because Faulding seeks approval of a product that, like Aredia 
itself, apparently treats conditions that occur in pediatric populations, FDA has disabled itself 
from exempting Faulding from FDA’s regulation of these foreseeable, but unclaimed, uses of its 
product. 

As a matter of administrative law, to maintain consistent application of the Pediatric 
Rule, FDA’s regulations must go even further. FDA also would be legally required to refuse to 
approve ANDAs for identical generic copies (i.e., pharmaceutical equivalents) of Aredia.’ 

1 Although Aredia is marketed in powder form and must be reconstituted into a 
solution prior to injection, Pamidronate Disodium will be sold in a ready-to-use injectable 
solution. See Oct. 7, 1999 letter from Robert A. Dormer to Janet Woodcock, at 2 (Docket No. 
99P-2252CPI). 

1 See Regulations Reauiring Manufacturers To Assess the Safetv and Effectiveness 
of New Drugs and Biological Products in Pediatric Patients; Final Rule, 63 Fed. Reg. 66,632, 
66,657-58 (1998) ( asserting that “‘[ilntended uses’ encompass more than the uses explicitly 
included in the manufacturer’s proposed labeling” but also include “actual uses of the drug of 
which the manufacturer has, or should have, notice, even if those uses are not promoted by the 
manufacturer”); id, at 66,645 (“Pediatric patients are a significant subpopulation, affected by 
many of the same diseases as adults, and are foreseeable users of new drugs and biologics.” 
(emphasis added)). 

3 For that matter, FDA logically would be required to find Aredia itself, which also 
has not been established to be safe and effective for use in pediatric populations, to be 
misbranded. Because Aredia was approved before the effective date of the Pediatric Rule, 
however, we recognize that FDA may invoke “enforcement discretion” to refuse to take action 

(Continued...) 
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Because the generic copy of Aredia foreseeably could be used in pediatric populations, pediatric 
use is an “intended use” of the drug that must be established to be safe and effective before the 
product can be legally marketed, under FDA’s theory. Pediatric use of that product would not 
have been established to be safe and effective, however, as Aredia itself, upon which the ANDA 
would be based, was never established to be safe and effective for pediatric use. 

FDA has placed itself in a position where approval of an ANDA based on Aredia without 
pediatric testing would trigger two legal violations under FDA’s “intended use” theory. First, 
FDA would be authorizing the distribution of a product that has not been established to be safe 
and effective for each of its intended uses, which, in FDA’s view, include pediatric uses. & 
Brief for FDA at 3 1, Washinrrton Legal Found. v. Henney, 2000 WL 122099, No. 99-5304 (D.C. 
Cir. Feb. 11,200O) (asserting that “if the manufacturer has not demonstrated that the intended 
use of the product is safe and effective, the manufacturer’s continued introduction of the product 
into interstate commerce is unlawful” as long as the use remains an “intended use”) (Exh. 2 
hereto). Second, FDA would be authorizing the illegal distribution of a “misbranded” product 
because the drug’s label would not co&tin adequate directions for pediatric use. See Reply Brief 
for FDA at 6, Washington Leeal Found. v. Henney, 2000 WL 122099, No. 99-5304 (D.C. Cir. 
Feb. 11,200O) (“If the labeling does not indicate all intended uses, the product is misbranded, 
and its interstate distribution is unlawful.“) (Exh. 3 hereto).’ Thus, FDA, having created the 
Pediatric Rule on a faulty legal and policy premise, must now enforce it across the board with 
respect to new drugs, identical generic copies of approved pioneer drugs, and slight variations of 
approved pioneer drugs for which a suitability petition is required. 

- 

FDA apparently recognizes the damage that a consistent application of the Pediatric Rule 
may cause. FDA thus does not intend to enforce the Pediatric Rule with respect to ANDAs for 
generic pharmaceutical equivalents’ although it does intend to enforce the Rule for most 

(...Continued) 
against Aredia under the Pediatric Rule. See Heckler v. Chanev, 470 U.S. 821, 83 l-32 (1985). 

4 See also 21 U.S.C. 0 352(f) (1994) (providing that product not bearing adequate 
directions for use is misbranded); 21 C.F.R. $ 201.100 (1999) (defining “adequate directions for 
use” for prescription drugs to mean directions sufficient to enable a medical professional to 
administer the drug for each intended use); id. 4 201.5 (defining “adequate directions for use” for 
nonprescription drugs to mean “directions under which the layman can use a drug safely and for 
the purposes for which it is intended” (emphasis added)); 21 U.S.C. 8 33 l(a) (prohibiting 
introduction into interstate commerce of misbranded product). FDA cannot excuse these actions 
as acts of “enforcement discretion” because they involve mandatory decisions, not allocations of 
limited enforcement resources. 

5 See 63 Fed. Reg. at 66,640 (“This rule does not impose any requirements on 
studies submitted in support of applications for generic copies of approved drugs that meet the 

(Continued.. .) 
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suitability petitions, as Faulding’s petition confirms. FDA’s selective enforcement of the 
Pediatric Rule to generic drugs based on whether a suitability petition is required is misguided 
and nonsensical. Congress intended that the only permissible ground for denying a suitability 
petition is if the change itself from the pioneer drug to the generic version adversely affected the 
safety or efficacy of the drug.’ In most cases, the changes to a generic drug that require the filing 
of a suitability petition have no effect on the product’s safety or effectiveness in pediatric 
populations, as the current case may illustrate. If the only difference between Faulding’s product 
and Aredia is that Faulding’s product is to be sold as a pre-made solution ready for injection, 
while Aredia itself would be sold in powder form to be reconstituted into a solution prior to 
injection, then the patient will receive an injection either way. There is nothing inherent in this 
minor variation in dosage form that would make pediatric uses more or less risky or more or less 
likely with respect to Faulding’s product, as opposed to Aredia itself. In short, FDA’s reliance 
upon the filing of a suitability petition as a basis for enforcing the Pediatric Rule against 
Faulding, although reaching a legally correct result, is itself arbitrary and capricious. 

Indeed, it appears that the line FDA has drawn for determining whether to enforce the 
Pediatric Rule is even more arbitrary and capricious than the Faulding case alone reveals. FDA 
has threatened to enforce the Pediatric Rule with respect to suitability petitions for “a change in 
active ingredient, dosage form, or route of administration” but has issued no such enforcement 
threat for suitability petitions for a change in dosage strength. See Regulations Reauirinu, 
Manufacturers To Assess the Safety and Effectiveness of New Dmas and Biological Products in 
Pediatric Patients; Final Rule, 63 Fed. Reg. 66,632,66,640-41 (1998). In other words, FDA’s 
current enforcement position is apparently 

1. to enforce the Rule for New Drug Applications and suitability petitions for “a 
change in active ingredient, dosage form, or route of administration,” but 

2. not to enforce the Rule for ANDAs for generic pharmaceutical equivalents and - 
suitability petitions for a change in dosage strength. 

(...Continued) 
requirements of section 505(j) of the act.“). 

6 &H.R. Rep. No. 98-857, pt. 1, at 23 (1984), reminted in 1984 U.S.C.C.A.N. 
2647,2656 (“The FDA must approve a petition to submit an ANDA for a differing generic drug 
unless clinical studies are needed to show the safety and effectiveness of the change.” (emphasis 
added)) (Exh. 4 hereto); 21 U.S.C. 5 355(j)(2)(A)(iii) (1994 & Supp. III 1997) (authorizing FDA 
to require additional information for suitability petition respecting the route of administration, 
dosage form, or strength with resDect to which the rsuitabilitvl Detition was filed” (emphasis 
added)); Oct. 7, 1999 letter from Robert A. Dormer to Janet Woodcock, at 3 (Docket No. 99P- 
2252CPI). 
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Wihy,%ejz &jGehhg 

There is no reasoned basis for this distinction - according to FDA’s theory, if the proposed drug 
treats a condition occurring in pediatric populations, pediatric testing legally should be required 
in &l of the above-listed instances. FDA’s decision to apply the Pediatric Rule selectively based 
on the above-stated criteria illustrates the bankruptcy of the theory that underlies the Pediatric 
Rule itself. 

Our Petition argued that, in addition to the legal problems arising from the Pediatric Rule, 
the Rule represents bad policy. FDA’s dilemma in the Faulding matter confirms that point. 
Specifically, the Pediatric Rule will force FDA to make a Hobson’s choice between two unhappy 
alternatives. First, FDA could consistently apply the Rule to all new drugs that foreseeably could 
be used in pediatric populations. This approach, however, could hamper the ANDA approval 
process, which was designed to promote competition by ensuring approval - without the need for 
additional testing - of low-cost generic drugs that were bioequivalent to, and labeled for the same 
conditions of use as, an approved pioneer drug.’ Instead of this streamlined approval process, 
consistent application of the Rule would hinder that process by requiring FDA to deny approval 
of ANDAs based upon pioneer drugs that were not approved for pediatric use until pediatric 
testing is conducted. See Dec. 2, 1999 letter from Daniel Troy to FDA, App. B, at B-16 to B- 17 
(Docket No. 99P-5215CP) (Exh. 1 hereto). 

Second, FDA could try to enforce the Rule against ANDA applicants selectively, based 
on some other irrelevant decisional criterion such as suitability petitions, as it has apparently 
decided to do. This approach, however, has placed FDA in an arbitrary and capricious position 
with respect to the ANDA products and suitability petitions for which it requires no pediatric 
testing. 

7 & 21 U.S.C. 0 355@(2)(A)(i), (iv), (v), (4)(B), (F), (G); Mova Pharm. Corp. v. 
Shalala, 140 F.3d 1060, 1068 (D.C. Cir. 1998) (observing that “Congress’s central goal, in 
enacting the Hatch-Waxman Amendments, [was] to bring generic drugs onto the market as 
rapidly as possible”) (emphasis added)); H.R. Rep. No. 98-857, pt. 1, at 21, 1984 U.S.C.C.A.N. 
at 2654 (“[AIn ANDA may not be considered for a condition of use that has not previously been 
approved for the listed drug.“) (Exh. 4 hereto); & at 14, 1984 U.S.C.C.A.N. at 2647 (observing 
that goal of ANDA process is “to make available more low cost generic drugs”) (Exh. 4 hereto). 
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The proper escape from this conundrum is for FDA to revoke the Pediatric Rule and 
revert to its historical practice of regulating only those drug uses that are claimed in a product’s 
labeling. Because Faulding’s Petition confirms the predictions made in our Citizen Petition, we 
respectfully request that FDA consolidate the two Petitions. We believe that careful reevaluation 
of the Pediatric Rule in light of the two Petitions will demonstrate that (1) it was an ill-conceived 
and legally impermissible set of regulations that is already beginning to cause the problems about 
which we warned in our Citizen Petition, and (2) for the reasons stated in the two Petitions, it 
should therefore be revoked. 

Respectfully submitted, 

Association of American 
Physicians and Surgeons, Inc. 

Andrew Schlafly, General Counsel 
160 1 N. Tucson Boulevard, Suite 9 
Tucson, AZ 85716-3450 
Phone: (800) 635-l 196 

Competitive Enterprise Institute 
Sam Kazman, General Counsel 
1001 Connecticut Avenue, N.W. 
Suite 1250 
Washington, D.C. 20036 
Telephone: (202) 331-1010 ext. 218 

Consumer Alert 
Frances B. Smith, Executive Director 
100 1 Connecticut Avenue, N. W. 
Suite 1128 
Washington, D.C. 20036 
Telephone: (202) 467-5809 
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Bert W. Rein 
Andrew S. Krulwich 
Daniel E. Troy 
Karyn K. Ablin 
Kristina’R:” Osterhaus 
WILEY, REIN & FIELDING 
1776 K Street, N.W. 
Washington, D.C. 20006 
Telephone: (202) 7 19-7000 

Counsel for: 

Association of American 
Physicians and Surgeons, Inc. 

Competitive Enterprise Institute 
Consumer Alert 
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The undersigned, on behalf of the American Association of Physrctans and Surgeons, the 

Competitive Enterprise Institute, and Consumer Alert, submits this p&jb$q under sections 101(n) 
and (P), 301(a) and(d), 502(a). (f), and ti), 505(a), (d)(7), (i), and (k), and 701(a) of the Federal 
Food, Drug, and Cosmetic Act and section 35 I of the Public Health Service Act to request the 
Commissioner of Food and Drugs to revoke FDA’s regulations concerning pediatric testing of 
drugs, as published at 63 Fed. Reg. 66,632 (1998), and to refrain from taking any for-m of 
administrative action pursuant to those rules.~ ~~~~~~~~~,~., .:; . . k. ; 

A. Action ream 

The Commissioner should immediately revoke the following provisions of Title Z 1 of the 
Code of Federal Regulations: 

PART 201- LABELING 

(a) A manufacturer of a marketed drug product, including a biological drug 
product, that is used in a substantial number of pediatric patients, or that provides 
a meaningful therapeutic benefit over existing treatments for pediatric patients. aS 
defined in Sets. 3 14.55(c)( 5) and 601.27(c)( 5) of this chapter, but whose label 
does not provide adequate information to support its safe and effective use in 
pediatric populations for the approved indications may be required to submit an 
application containing data adequate to assess whether the drug product is safe 
and effective in pediatric populations. The application may be required to contain 
adequate evidence to support dosage and administration in some or all pediatric 
subpopulations. including neonates. infants. children, and adolescents. depending 
upon the known or appropriate use of the drug product in such subpopulations. 
The applicant may also be required to develop a pediatric formulation for a drug 
product that represents a meaningful therapeutic benefit over existing therapies for 
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pediatric populations for whom a pediatric formulation is necessary. unless the 
manufacturer demonstrates that reasonable attempts to produce a pediatric 
formulation have failed. 

(b) The Food and Drug Administration (FDA) may by order. in the form of a 
letter, after notifying the manufacturer of its intent to require an assessment of 
pediatric safety and effectiveness of a pediatric formulatjon, and after offering an 
opportunity for a written response and a meeting, which may include an advisory 
committee meeting, require a manufacturer to submit +n application containing 
the information or request for a&rovai of a pediatric formulation descri&d in 
paragraph (a) of this section within a time specified in the&&~ if i%% fi;lds .c. 
that: 

(1) The drug product is used in a substantial number of ped%ric’patienis foi the 
labeled indications and the absence ofadequate iabehngcould pose significant 
risks to pediatricpatients;‘br - 

(2) There is reason to believe that the drug product would represent a 
meaningful therapeutic benefit over existing treatments for pediatric patients for 
one or more of the claimed indications, and the absence of adequate labeling 
could pose significant risks to pediatric patients. 

(c)( 1) An applicant may request a fit11 waiver of the requirements of paragraph 
(a) of this section if the applicant certifies that: 

(i) Necessary studies are impossible or highly impractical because, e.g., the 
number of such patients,is-ao~s~all.o~~~cally dispersed, or 

(ii) There is evidence strongly suggesting that the product would be ineffective 
or unsafe Rn all pediatric age groups. 

(2) An applicant may request a partial waiver of the requirements of paragraph 
(a) of this section with respect to a specified pediatric age group, if the applicant 
certifies that: 

(i) The product: 
(A) Does not represent a meaningful therapeutic benefit over existing therapies 

for pediatric patients in that age group, and 
(B) Is not likely to be used in a substantial number of patients in that age group, 

and 
(C) The absence of adequate labeling could not pose significant risks to 

pediatric patients; or 
(ii) Necessary studies are impossible or highly impractical because, e.g., the 

number of patients in that age group is so small or geographically dispersed. or 
(iii) There is evidence strongly suggesting that the product would be ineffective 

or unsafe in that age group, or 
(iv) The applicant can demonstrate that reasonable attempts to produce a _ 

pediatric formulation necessary for that age group have failed. 
(3) FDA shall grant a full or partial waiver, as appropriate, if the agency finds 

that there is a reasonable basis on which to conclude that one or more of the 
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grounds for waiver specified in paragraphs (c)(2) or (c)(3) of this section hat.e 
been met. If a waiver is granted on the ground that it is not possible to del.elop a 
pediatric formulation, the waiver wiil cover only those pediatric age groups 
requiring that formuiation. [f a waiver is granted because there is evidence that 
the product would be ineffective or unsafe in pediatric populations. this 
information will be included-in the product’s labeling. - 

(d) If a manufacturer fails to submit a supplementai’apphc&on containing the , . i.::?:, 
information or request for approval of a pediatric formulatto>n, described. in, 
par&$aph (a) ofthis’section within the time specified’byTP$$, the drug product > YMi;‘;,: 

::may ‘be considered ‘misbranded or an’unapproved new,drug’or unlicensed biologtc. 
‘:G :. I : .: .._ ,,$; F “*.$@& . -1, ..d 
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(iii) Pediatric studies. Plans for assessing pediatric gafety’and effectiveness. 
***** 

.:, 
..‘ 

47 MeetingS. 
***** 

w *** 

( 1) End-of-Phase 2 meetings- d(i) Pu~+Phe purpose of an end-of-phase 2 
meeting is to determine the safety of proceeding to Ph&GS3i-t,o evaluate the Phase 
3 plan and protocols and the adequacy of current studies and plans to assess 
pediatric safety and effectiveness, and to identify any additional information 
necessary to support a marketing application for the uses under investigation. 
***** 

(iv) Advance information. At least 1 month in advance of an end-of-Phase 1 
meeting, the sponsor should submit background information on the sponsor’s plan 
for Phase 3, including summaries of the Phase 1 and 2 inve&gations, the specitic 
protocols for Phase 3 clinical studies, plans for any additional nonclinical studies. 
,plans for pediatric studies, including a time line for protocol finalization. 
enrollment, completion, and data analysis, or information to support any planned 
request for waiver or deferral of pediatric studies, and, if avaiIable, tentative 
labeling for the drug. * * * 

(v) Conduct of meeting. * * * The adequacy of the technical information to 
support Phase 3 studies and/or a marketing application may also be discussed. 
FDA will also provide its best judgment, at that time, of the pediatric studies that 
will be required for the drug product and whether their submission will be 
deferred until after approval. * * * 

(2) “Pre-NDA” and “pre-BLA” meetings. * * * The primary purpose of this 
kind of exchange is to uncover any major unresolved problems, to identify those 
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studies that the sponsor is relying on as adequate and uell-controlled to estabiish 
the drug’s effectiveness. to identify the status of ongoing or needed studies 
adequate to assess pediatric safety and effectiveness, to acquaint FDA revie\vers 
ivith the general information to be submitted in the marketing application 
(including technical information), to discuss appropriate methods for statistical 
analysis of the data, and to discuss the best approach to the presentation and 
formatting of data in the marketing application. * * * 
To permit FDA to provide the sponsor with the most useful advice on preparing a .- 
marke!ing application, the sponsor should submit to FDA’s reviewing division at 
least 1 month in advance of the. meeting the following information: 
***** 

(iii) Information on the St&s of needed or ongoing pediatric studies. 
***** 

: 
Sec. 3 12JLEiub conallakg. 
***** 

(a) Pre-investigational new drug (IND) meetings. * * * The meeting may also 
provide an opportunity for discussing the scope and design of phase 1 testing, 
plans for studying the drug product in pediatric populations, and the best approach 
for presentation and formatting of data in the IND. 

(b) End-of-phase I meetings. * * * The primary purpose of this meeting is to 
review and reach agreement~on,t~~,d~~~.~~phase 2 controlled clinical trials. 
with the goal that such testing will be adequate to provide sufficient data on the 
drug’s safety and effectiveness t& support a decision on its approvability for 
marketing, and to discuss the need for, as well as the design and timing of, 
studies of the drug in pediatric patients. For drugs for life-threatening diseases. 
FDA will provide its best judgment, at that time, whether pediatric studies will be 
required and whether their submission will be deferred until after approval. * * * 

- 

PART 31.4 - APPLICATIONS FOR FDA APPROVAL TO MARKET .A 
NEW DRUG OR ANANTIBIOTIC DRUG 
s=. 314.50 

. . 
CC . , 

***** 

(4 *** 

(7) Pediatric use section. A section describing the investigation-of the drug for 
use in pediatric populations, including an integrated summary of the information 
(the clinical pharmacology studies, controlled clinical studies, ‘or uncontrolled 
clinical studies, or other data or information) that is relevant to the safety and 
effectiveness and benefits and risks of the drug in pediatric populations for the 
claimed indications, a reference to the full descriptions of such studies provided 
under paragraphs (d)(3) and (d)(5) of this section, and information required to be 
submitted under Sec. 3 14.55. 
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Sec. 3 IL!5 Pediatric use infrxmatioo. 
(a) Required assessment. Except as pi’ovided in paragraphs (b), (c). and (d) of 

this section, each application for a new active ingredient. new indication. new 
dosage form, new dosing regimen, or new route of administration shall contain 
data that are adequate to assess the safety and effectiveness of the drug product for 
the claimed indications in all relevant pediatric subpopulati&s, and to support 

dosing and administration for each pediatric subpopulation for which the drug is 
safe and effective. T..;.~ii Where the course of the disease an4 the effects of the‘drug are 
suffiCi,$ntly sit&ar in adults and pediatric patients, FDA n&i conclude that 
@diatnc effedtivehess can be extrapolated from adequate cd well-controlled 

,.&studies in adults usually supplemented with other informa$$obtained in. 
pedi&ic patients, such ti pharmacokinetic studies. Studies $+y not be needed in 
each,pediatric age group, if data from one age goup can be extrapolated to 
ano@&. 

, I , 
Assessments of safety and effectiveness required unGer this section for a 

drug product that represents a meaningful therapeutic benefit over existing 
treatments for pediatric patients must be carried out using appropriate 
formulations for each age group(s) for which the assessment is required. 

(b) Deferred submission. 
. 

( 1) FDA may, on its own initfative or at the request 
of an applicant, defer submission of some or all assessments of safety and 
effectiveness described in paragraph (a) of this section until after approval of the 
drug product for use in adalts:i,,,Deferra~~~be-granted if, among other reasons. 
the drug is ready for approval in adults before studies in pediatric patients are 
complete, or pediatric studies should be delayed until additional safety or 
effectiveness data have been collected. If an applicant requests deferred 
submission, the request must provide a certification from the applicant of the 
grounds for delaying pediatric studies, a description of the planned or ongoing 
studies, and evidence that the studies are being or will be conducted with due 
diligence and at the earliest possible time. 

(2) If FDA determines that there is an adequate justification for temporarily 
delaying the submission of assessments of pediatric safety and effectiveness. the 
drug product may be approved for use in adults subject to the requirement that the 
applicant submit the required assessments within a specified time. 

(c) Waivers - (1) General. FDA may grant a full or partial waiver of the 
requirements of paragraph (a) of this sectiorl on its own initiative or at the request 
of an applidant. A request for a waiver must provide an adequate justification. 

(2) ~~11 waiver. An applicant may request a waiver of the requirements of 
paragraph (a) of this section if the applicant certifies that: 

(i) The drug product does not represent a meaningful therapeutic benefit over 
existing treatments for pediatric patients and is not likely to be used in a 
substantial number of pediatric patients; 
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(ii) Necessary studies are impossible or hiyhly impractical because. e.g.. the 
number of such patients is so small or geographically dispersed; or 

(iii) There is evidence strongly suggesting that the drug product would be 
ineffective or unsafe in all’pediatric age groups. 

(3) Partial waiver. An applicant may request a waiver of the requirements of 
paragraph (a) of this section with respect to a specified pediatric age group, ~fthe 
applicant certifies that: 

(i) The drug product does not represent a meaningful therapeutic benefit over 
existing treatments for pediatric patients in that age group, and is not likely to be 
used in a substantial number of patients in that age group; 

(ii) Necessary studies are impossible or highly impractical because, e.g.. the 
number of patients in that age group is so small or geographically dispersed;. 

(iii) There is evidence strongly suggesting that the drug product would be 
ineffective or unsafe in that age group; or 

(iv) The applicant can demonstrate that reasonable attempts to produce a 
pediatric formulation necessary for that age group have failed. 

(4) FDA action on’waiver. FDA shall grant a full or partial waiver, as - 
appropriate, if the agency finds that there is a reasonable basis on which to 
conclude that one or more of the grounds for waiver specified in paragraphs (c)(2) 
or (c)(3) of this section have been met. If a waiver is granted on the ground that it 
is not possible to develop a pediatric formulation, the waiver will cover only those 
pediatric age groups~~requiring that-formtiiation: If a waiver is granted because 
there is evidence that the product would be ineffective or unsafe in pediatric 
populations, this information will be included in the product’s labeling. 

(5) Definition of “meaningful therapeutic benefit”. For purposes of this section 
and Sec. 201.23 of this chapter, a drug will be considered to offer a meaningful 
therapeutic benefit over existing therapies if FDA estimates that: 

(i) If approved, the drug would represent a significant improvement in the 
treatment, diagnosis, or prevention of a disease, compared to marketed products 
adequately labeled for that use in the relevant pediatric population. Examples of 
how improvement might be demonstrated include, for example, evidence of 
increased effectiveness in treatment. prevention, or diagnosis of disease, 
elimination or substantial reduction of a treatment-limiting drug reaction, 
documented enhancement of compliance, or evidence of safety and effectiveness 
in a new subpopulation; or 

(ii) The drug is in a class of drugs or for an indication for which there is a need 
for additional therapeutic options. 

(d) Exemption for orphan drugs. This section does not apply to any drug for an 
indication or indications for which orphan designation has been granted under part 
3 16, subpart C, of this chapter. 
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***** 

(b) 
*** 

(2) 
*** 

(i) Summary. A brief summary of significant new information from the previous 
year that might affect the safety, effectiveness. or labeling of the drug product. 
The report is also required to contain a brief de‘scri@ion of actions the applicant 
has taken or intends to take as a result of this new information, for example. 
submit a labeling supplement, add a warning to the la&ling, or initiate a new 
study. The summary shall brieff y state whether labeling supplements for pediatric 
use have been submitted and whether new stuciies’fti& <e&&c population to 
sufiport appropriate labeling for the pediatric pOpul&On ‘have been initiated. 

-: Where possible, an estimate of patient exposure to the drug product, with special 
reference to the pediatric population (neonates, infan@, chi!dren, and adolescents) 

:. shall be provided, including dosage form. * * * * * 
’ (vi) * * * 

(c) Analysis of available safety and efficacy data in the pediatric population and 
changes proposed in the labeling based on this information. An assessment of 
data needed to ensure appropriate labeling for the pediatric population shall be 
included. 

(vii) Status reports. A statement on the current status of any postmarketing 
studies performed by, or-on behalM&e~appliemt. The statement shall include 
whether postmarketing clinical studies in pediatric populations were required or 
agreed to, and if so, the status of these studies, e.g., to be initiated, ongoing (with 
projected completion date). completed (including date), completed and results 

- 

submitied to the NDA (including date). To facilitate communications between 
FDA and the applicant, the report may, at the applicant’s discretion, also contain a 
list of any open regulatory business with FDA concerning the drug product 

‘1 subject to the application. * * * * * 
“, ., 

‘s‘d 
PART 6(Bl- LICENSING . . c17 i, ,a+ 0 :” ‘*r.,?c~q*fl L‘&< / I: 6Qt27 

& (a) Required assessment. Except as provided in paragraphs (b), (c). and (d) of 
this section, each application for a new active ingredient. new indication. new 

7-Y dosage form, new dosing regimen, or new route of administration shall contain 

GA4 data that are adequate to assess the safety and effectiveness of the product for the 
claimed indications in ail relevant pediatric subpopulations, and to support dosing 

*<“. and administration for each pediatric subpopulation for which the product is safe 

h4.2 and effective. Where the course of the disease and the effects of the product are 
similar in adults and pediatric patients, FDA may conclude that pediatric 

m... effectiveness can be extrapolated Tom adequate and well-controiled effectiveness 
studies in adults, usually supplemented with other information in pediatric 
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patients. such as pharmacokinetic studies. In addition. studies may not be needed 
in each pediatric age group. if data from one age group can be extrapolated to 
another. Assessments required under this section for a product that represents a 
meaningful therapeutic benefit over existing treatments must be carried out using 
appropriate formulations for the age group(s) for which the assessment is 
required. 

;, 1.1/ .- 

(b) Deferred submissi&. (I) FDA may, on iis own initiative or at the request 
of an applicant. defer submission of some or all assessments of safety and 
effectiveness described in paragraph (a) of this section until after licensing of the 
product for use in adults. Deferral may be granted if, among other reasons. the 
product is ready for approval in adults before studies in pediatric patients are 
complete. pediatric studies should be delayed untit additional safety or ’ 
effectiveness data have been collected. If an applicant requests deferred 
submission, the request must provide an adequate justification for delaying 
pediatric studies, a description of the planned or ongoing studies, and evidence 
that the studies are being or will be conducted with due diligence and at the 
earliest possible time. 

(2) If FDA determines that there is an adequate justification for temporarily 
delaying the submission of assessments of pediatric safety and effectiveness. the 
product may be licensed for use in adults subject to the requirement that the 
applicant submit the required assessments within a specified time. 

frill-b; pa&al waiver of the 
requirements of paragraph (a) of this section on its own initiative or at the request 
of an applicant. A request for a waiver must provide an adequate justification. 

(2) Full waiver. An applicant may request a waiver of the requirements of 
paragraph (a) of this section if the applicant certifies that: 

(i) The product does not represent a meaningful therapeutic benefit over 
existing therapies for pediatric patients and is not likely to be used in a substantial 
number of pediatric patients; 

(ii) Necessary studies are impossible or highly impractical because, e.g.. the 
number of such patients is so small or geographically dispersed; or 

(iii) There is evidence strongly suggesting that the product would be ineffectIve 
or unsafe in ail pediatric ige groups. 

(3) Partial waiver. An applicant may request a waiver of the requirements of 
paragraph (a) of this section with respect to a specified pediatric age group, if the 
applicant certifies that: 

(i) The product does not represent a meaningful therapeutic benefit over 
existing therapies for pediatric patients in that age group, and is not likely to be 
used in a substantial number of patients in that age group; 

(ii) Necessary studies are impossible or highly impractical because, e.g.. the 
number of patients in that age group is so small or geographically dispersed: 



C’ltizen PetitIon Requestiny FDA To Ret.oke Its Pediatric Rule 
Dscmber 1). 1 OW 
Ply 0 

(iii) There is evidence strongly suggesting that the product would be ineffect1i.e 
or unsafe in that age group; or 

(iv) The applicant can demonstrate that reasonable attempts to produce a 
pediatric formulation necessary for that age group have failed. 

(4) FDA action on waiver. FDA shall grant a full or partial waiver. as 
appropriate, if the agency finds that there is a reasonable basis on which to 
conclude that one or more of the grounds for waiver s$ecified in paragraphs (c )( 3) 
or (c)(3 j of this section have been met. If a w&i& i<g?a’nteddn the ground .&at it .I _> a,.*,<,.?&y ,.,, ,. “Z .- -, 
is not possible to develop a pediatric formulatio~n, the%y&ar.ver ~111 cover only those 

STY pediatric age groups requiring that ‘forniufation:‘““tf a waiver is granted because 
there is evidence that the product would be ineff@tiv~~r’unsafe in pediatric 

* .h:- i.i”,%ll *:*&&:il ,populations, this information will be included in’ the $%$hict’s labeling. 
(5j Definition of “mea.ningf%l therapeutic be&&t**.‘ %r’pti$okes of this 

section, a product will be considered to offer a meaningful therapeutic benefit 
over existing therapies if FDA estimates that: ” ” 
:’ (i) If approved. the product would represent a’signif&nt unprovement in the 
treatment. diagnosis, or prevention of a disease, comp@ed to marketed products 
adequately labeled for that use in the relevant pediatriccopulation. Examples of 
how improvement might be demonstrated include, e.g., evidence of increased 
effectiveness in treatment, prevention, or diagnosis of disease; elimination or 
substantial reduction of a treatment-limiting drug reaction; documented 
enhancement ofco(mpliance; or evidewe of safety and effectiveness in a new 
subpopulation; or 

., .’ B ** I ., -i.was%~~~““i?h. ~>$~*%q3w?wtm~~~~ .., 

(ii) The product is in a class of products or for an indication for which there is a 
need for additional therapeutic options. 

(d) Exemption for orphan drugs. This section does not apply to any product for 
an indication or indications for which orphan designation has been granted under 
part 3 16, subpart C, of this chapter. 

. . 
Sec. 601.37 Annual StuW . 

Sponsors of licensed biological products shall submit the following information 
each year within 60 days of the anniversary date of approval of the license. to the 
Director, Center for Biologics Evaluation and Research: 

(a) Summary. A brief summary stating whether labeling supplements for 
pediatric use have been submitted and whether new studies in the pediatric 
population to support appropriate labeling for the pediatric population have been 
initiated. Where possible, an estimate of patient exposure to the drug product, 
with special reference to the pediatric population (neonates, infants, children. and 
adolescents) shal1 be provided. including dosage form. 

(b) Ctinncal data. Analysis of available safety and efficacy data in the pediatric 
population and changes proposed in the !abeling based on this information. An 
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assessment of data needed to ensure appropriate labeling for the pediatric 
population shall be included. 

(c) Status reports. A statement on the current status of any postmarketing 
studies in the pediatric population performed by, or on behalf of, the applicant. 
The statement shall include whether postmarketing clinical studies in pediatric 
populations were required or agreed to, and if so, the status.of these studies. e.g.. 
to be initiated. ongoing (with projected completion date), completed (including 
date), completed and results submitted to the RLA (including date). 

: 
“_’ 

B. 
. ., . . 

wnt Of Grow For Re ‘. i 
..’ vm The Pe&@lc R&g 

The Association of American Physicians andSurgeons (“AAPS’) is a not-for-profit’ ” .,~ : 
membership organization that represents approximatei; 4,d& pliysicians~nationwide in all 
practices and specialties. It was established in 1943 to preserve the practice of private medicine, 
and has remained dedicated to the Oath of Hippocrates and the sanctity of the patient-physician 
relationship, which AAPS believes must be protected from al1 forms of third-party intervention. 
Indeed. since its founding over fifty years ago, AAPS has been the only national organization 
consistently supporting free market principles in medical practice. AAPS seeks reconsideration 
of FDA’s Pediatric Rule on the ground that it impedes the ability of physicians to treat their 
patients by diminishing the choices av~.i~le,.t,o..R~~s~:~~~in,~physicians. AAPS believes that’ 
FDA should not direct the research efforts of pharmaceutical companies. Rather, it should 
expeditiously approve all drugs that are safe and effective for the purposes for which they are 
intended. and leave to doctors, in consultation with their patients, the decision of whether any 
“off-label” use is appropriate.’ 

The Competitive Enterprise institute (“CEI”) is a non-profit public policy organization 
dedicated to the principles of free enterprise and limited government. CEI believes that 
consumers are best helped by being allowed to make their own choices in a free marketplace, 
rather than by being forced into decisions’ because ofgovemment regulation. CEI is nationally 
recognized as a leading voice on a broad range of regulatory issues ranging from environmental ~;~~~~~~~~..~.,.~“;~, J;,~n”~~x ‘,,.. _ _ ,” il’,.f &..$ :a,: laws to antitrust policy to regulatory risk. CEI reaches out to the public and the media to ensure 

>J& that its ideas are heard, works with policymakers to ensure that they are implemented, and, when 
,?.a i :, 
;A& I Use of a product for a purpose or in a manner not suggested by the product’s labeling 

constitutes an “off-label use.” “ ,-\ Off-label uses include treating a condition not indicated on the .-_ ii,. : ‘label, or treating the indicated condition but varying the dosing regimen or the patient 
i&-! / 

population” from that indicated on the label. -1 Found v. Fries 
’ 

13 F. Supp. 
P-T ‘d 51,.55 (D.D.C. 1998). -docketed. No. 99-5304(D.C. Cir. Sept. 9, 1999). 
“, iw 0: Pa 



necessary. takes its arguments to court to ensure that the law is upheld. CEI objects to FD.\‘s 
unprecedented assertion of authority to order manufacturers to conduct studies with respect to 
uses that they do not intend to claim on their labels or otherwise promote. CEI particularly 
objects to FDA’s claim that it can direct a drug company to reformulate a drug if FDA believes 
that such a reformulation may have a beneficial pediatric use. Such*%‘approach is not only 
inefficient, but will dramatically raise the costs and diminish the ava$bility of drugs to 
consumers. ’ 

,,. -i. i 

. . 
Consumer Alert is a national, non-profit, non-partisan membe%hip organization fir 

people conce,r$$d about the excessive growth of government rej$a&t at.the national and state 
I ,,.,~-e~l~ $ounded in 1977, Consumer Alert is dedicated to infort$tig%e public about the “C$ _,< Cl _ i 

consumer benefits of competitive enterprise and to promoting soun$nV~ono,mic, scientific, and 
risk dat$,in pub]ic policy decisions. Consumer Alert’s vision of consumerismis that advancing ” a-: _i ~z:‘Y$?g&$jj:*+: I;; .j._ .;.:i _. “- : _ -, 
competitton~is~the best regulator of business, and that .inifiv~~~~~c~.~~~~!s,the best expresston of ,.>?” 
consumer~jnter+t. ,Consumer A!ert’s mission is to enhance understahdirig and appreciation of .:& ,,;. :~~:~:;>&jg$g 
the consumer.benefits of a market economy so that individuals-and pohcyniaice~ rely more on 
private. ratherthan governmental, approaches to consumer concemsiT;Like CEI, Consumer Alert - 
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objects to the Pediatric Rule as an unnecessary and unwarranted governmental intrusion into 
what should essentially be private manufacturer decisions concerning which drug uses to study 
and obtain FDA approval to market and which formulations to‘develbp. 

On. behalf of the doctors, patients; and-dm~trnttn~faeturers w&are members of the 

q petitioning organizations, AAPS, CEI, and Consumer Alert (“Petitioners”) hereby request that 

-A FDA reconsider and withdraw its Pediatric Rule for the following reasons: 
_. 

.--< l First, the Pediatric Rule conflicts with the pediatric exclusivity provision in the 

3 Food and Drug Administration Modernization and Accountability Act of 1997 
(“FDAMA”), Pub. L. No. 105-l IS, 111 Stat. 2296 (1997), that Congress 

i-, “” ; established to encourage voluntary pediatric testing. Since FDA published its 
I- 1) 
%A Final Rule, actual experience has demonstrated that this~mechanism is working 

well, rendering the Pediatric Rule unnecessary. & App. A., pp. A-l to A-26. 
“7 ,*. ~P‘%*~L.~~. *“-“~~jx<*,~.~i .,:, ( ‘I ~_ 
--; ._: l 4 Second, the Pediatric Rule conflicts with FDAMA’s goal of streamlining the drug 

approval process by instead increasing the cost of pharmaceuticals, further 
---” delaying the introduction of new drugs to market, and hampering new drug 

%.J innovation. Ssr; App. A, pp. A-26 to A-39. 

. -, 
l Third, FDA’s decision to characterize pediatric uses as foreseeable and therefore 

*xi “intended” so that FDA can then compel either pediatric clinical studies or 
possibly the development of pediatric formulations is a dramatic, unprecedented, 

” 
:A and illegal assertion ofauthority, m App. B, foi’tihich FDA has supplied no 

e& satisfactory justification, m App. C. 

e.=.% 



(‘itlzen Petition Requesting FD.4 To Revoke Its Pediatric Rule 
December 2. I999 
Page 12 

l Finally. as a matter of sound public policy and basic constitutional principles. the 
Pediatric Rule - which forces manufacturers to conduct expensive clinical research 
and to reformulate a safe and effective product to sell to persons to whom they do 
not intend to sell - represents an unnecessary intrusion into manufacturers’ basic 
decisional’ prerogatives concerning the intended purchasers of its products and a 
prime example of regulatory overreaching. See ADD. D. 

&%J 
- - L. 

Although Petitioners did not participate in the rulemaking, the adverse impact of this 
Rule on their members warrants the action’requested in this Petition.’ Moreover, although ‘FDA 
may have considered some of the arguments made below in the course of the rulemaking, FDA ‘. ._ 
has failed to justify its unprecedented.a&&tion’of authority to (1) deem ‘c&a& uses 

-. ? ~%@!?@able” - even for drugs that have not yet actually been sold, and even if the manufacturer 
disclaims those uses - and (2) treat thoseaiiegediy “foreseeable” uses as ‘&tended uses’* for 
which manufacturers must conduct ‘and submit testing information establishing the safety &d 

c’, effectiveness of the drugs.3 FDA’s failure to articulate a theory justifying its -assertion ‘of p’ower 
to direct manufacturers to engage in research to prove the safety and effectiveness even of 

.q . . disclaimed uses, as well as the new evidence confirming the effectiveness of the incentive-based 
jig provisions of FDAMA, warrant a thorough’reconsideration, and revocation, of the Pediatric Rule. 

7 . . . . 
“. R1 

Descw of the peu 
:;:;::I Kj.?.? & .I Without demonstrating the existence ofany~ prob~emwarranting government intemention 

q 
or providing an adequate legal foundation, FDA has established an extensive layer of regulations 

’ J .;x; 
forcing manufacturers to seek approval for use on pediatric populations of drugs that are labeled 

*r& and promoted only for adults. Specifically, with respect to “each application for a new active 

G-7 ingredient. new indication. new dosage form. new dosing regimen, or new route of 
‘:-d 
+$Ki $& 

administration,” the Pediatric Rule requires manufacturers to submit “data that are adequate to 
assess the safety and effectiveness of the drug product for the claimed indications b all relevant 

. . 
@ 

v 9 and to support dosing and administration for each pediatric 
;:>+ k& , 

Courts have “found injury-in-fact where the defendants’ actions impaired the plaintiffs’ 
as+* ‘*, .- &j+’ .$%r) 

w~wl@~tA*w.~~,~*,~ 4$+$ access to certain goods.” u v. Sh&&, 866 F. Supp. 6, 10 (D.D.C. 1994) (citing mtitive 
1X 7.>;- 

i a.2 Enter. 901 F.2d 107, 1.13 (D.C. Cir. 1990)), ad in m 
on om, 70 F.3d 610 (D.C. Cir. 1995). In ,&I& the court also found that even “where 

“$ .x > the plaintiff is not itself the subject of the contested regulatory action,” it still may be within the 
:f :-j 
&J “zone of interests” if it is, directly interested as a purchaser of the regulated product. 866 F. 

Supp. at 12. As physicians whose ability to treat patients will be compromised by the delays and 
q increased costs that the Pediatric Rule will cause, and as representatives of patients whose health 
I.‘:: :.._ 1311 will be compromised, Petitioners plainly fall into this “zone of interests.” 

3 fpl For an explanation of the term “intended use,” m App. B, p. B-l. 
‘~cg .j .;,,- , a 



C’ittrsn Pcrirlon Rcquestin, u FDA To Re\,oke Its Pediatric Rule 
December 1. 1099. 
Page 13 

subpopulation for which the drug is safe and effective.” 21 C.F.R. 1$ 3 1335(a) ( 1999).’ Tile 
Rule further requires manufacturers to develop and use pediatric formulations appropriate for 
each age group in which the clinical studies needed to generate the requisite data of safety and 
effectiveness are conducted. &g id 

The Rule permits deferral of these requirements - at FDA’s discretion - to expedite the 
drug approval process or to address safety concerns with testing the drug on children before its 
safety and/or effectiveness in adults has been adequately established,. & i& 4 3 14.55(b). 
Similqly, the ‘&le penrnits waiver of these requi’rements if: 

. 
(i) The drug product does not represent a meaning&i tieapeutic benefit over 

<.>,,; .+@$yY- existing treatments for pediatric patients and is not likely to be us.ed in a 
substantial number of pediatric patients; 

.~~. I 

:. ‘“, .;_. .‘:.t’$.- :: “&y;.. i ;_ 
(ii) ‘Necess&y studies are impossible or highly irnp~~~t~~~~~6eca;se~~~;the. 

: ‘iumber of such patients is so small or geographically %persed; or 

(iii) There is evidence strongly suggesting that the drug product would be 
ineffective or unsafe in all pediatric age groups. . 

& 4 3 14.55(c). 

_’ .. ‘_ ‘. 
‘These requirements based on a 

manufacturer’s certification that it does not intend to market the,drug for pediatric use. .& & 
$ 3 14.55. Thus. whereas manufacturers once could control the uses for which they conducted 
clinical studies and sought approval of new drug products. FDA has now forced manufacturers to 
conduct studies and develop formulations for uses of a new drug that manufacturers may not 
desire to pursue.’ 

With respect to marketed drugs that have not been approved for pediatric use, the Rule 
purports to allow FDA to require manufacturers to “submit an application containing data 
adequate to assess whether the drug product is safe and effective in pediatric populations.” u 

“3‘ “- - I’-, --“i,,~~.,“~~~~.~.~~i:::’ Q 20 1.23(a) (1999). This includes, at FDA’s discretion. “adequate evidence to support dosage 
f 

+J and administration in some or all pediatric subpopulations.” Id The Rule also purports to allow 
FDA to require manufacturers “to develop a pediatric formulation for a drug product that 

‘“5 

J All emphasis in this letter and the accompanying appendices is added unless otherwise 
noted. 

Indeed, FDA has long required manufacturers to disclaim pediatric &es in the absence of 
clinical testing. & 21 C.F.R. 0 201.57if)(9)(v), (VI) (1999). 
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represents a meaningful therapeutic benefit over existing therapies for pediatric populations for 
\vhom a pediatric formulation is necessary. unless the manufacturer demonstrates that reasonable 
attempts to produce a pediatric formulation have failed.” u 

Although the regulation concerning marketed drugs contains waiver provisions similar to 
those governing new drugs, a manufacturer cannot obtain a waiver merely because it does not 
wish to expand the uses of its product to pediatric populations. & & (j 20 1.23(c). lfa 
manufacturer does not comply with FDA’s pediatric testing requirement. FDA asserts the 
authority to declare the offending product to be “misbranded or an unapproved new drug or 
unlicensed biologic.” & 8 201.23(d); 21 U.S.C. 4 355(d) ( i994 & supp. III 1997).’ FDA 
claims this authority notwithstanding its necessary previous finding that precisely the same 
product is “safe for use under the conditions prescribed, recommended, or suggested in the 
proposed labeling thereof.” 21 C.F.R.’ lj 201.23(d); 21 U.S.C. 5 355(d). 

3. -of- 

FDA should immediately revoke the regulations comprising the Pediatric Rule. The 
Pediatric Rule is fundamentally inconsistent with key purposes and provisions of FDAMA which 
encourage manufacturers to bring off-label uses on-label m - that is, in response to 
incentives rather than by FDA fiat. One of these incentives encourages manufacturers to seek 
approval for use of their drugs in pediatric populations by offering them an additional six months 
of exclusivity for their drugs under certain clrcums~~~,21.,,U.S.C. $355a (Supp. III 1997). 
Another important FDAMA provision requires FDA to publish “standards for the prompt review 
of supplemental applications” to encourage manufacturers to seek approval for off-label uses of 
marketed drugs. & 21 U.S.C. $ 371 note (Supp. III 1997). The Pediatric Rule, however, 

The requ precisely the same type of studies that the statute only authorizes FDA to w. 
mandatory nature of the Pediatric Rule also creates serious ethical problems associated with drug 
testing on children that are minimized under Congress’s voluntary scheme. For a more detailed 
discussion of these points, sect App. A, pp. A-2 to A-26. 

The Pediatric Rule also conflicts with FDAMA’s goal of reducing the inordinate amount 
of time that FDA consumes in approving new drug applications (“NDAs”). To effectuate this 
purpose, Congress included provisions in FDAMA designed to: ( 1) abbreviate and simplify the 
data necessary for FDA to conclude that a drug is safe and effective, 21 U.S.C. 4 355(d); (2) 
streamline clinical research on drugs, & $355(i); and (3) institute a fast-track approval process 
for drugs to treat life-threatening illnesses, i& 6 356. Yet the Pediatric Rule requires not only 

6 In the vast majority of cases, however, FDA does not actually intend to seize the 
offending drugs and remove them from the market as provided in 21 U.S.C. 9 334 (1994 & Supp. 
III 1997). Rather, FDA intends to seek tour: injunctions requiring manufacturers to conduct the 
testing required by the Pediatric Rule. & 63 Fed. Reg. at 66,655. 
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additional clinical studies but also the potential development of pediatric formulations of certain 
A-ugs. Thus. the Rule will render the already cumbersome drug approval process costlier, 
slotver. and et-en more inefficient. For a more detailed discussion ofthis point, s App. A. pp. 
A-26 to x-39. 

tn addition to conflicting with key FDAMA goals, the Pediatric Rule contravenes the ,_ 
long-standing and universal understanding of Congress, the courts, and FDA concerning the 
nature of the “intended uses” of drug products that are subject to PDA’s regulatory authority. 
From the 1906 inception of national food and drug law to the present, drug manufacturers have 
always determined the “intended uses” for which they sought approval to market their dmg 
products by virtue of the promotional claims they made in their product’s labeling. Any other 
uses&% matter how foreseeable or desired - were considered to @‘“off-label’* and, thus, 
outside of FDA’s jurisdiction. _, i ‘,. _,,! ,.A ,:;;, :y. 

FDA’s promulgation of the Pediatric Rule, by contra& would overturn this long-standing 
and universally understood balance of power by purporting to allow FDA - rather than the 
manufacturer - to determine the uses to which the manufacturer’s product would be put. 
Specifically, FDA has asserted the right to require manufacturers ofboth new and marketed 
drugs to seek approval for use of their drugs on pediatric populations - even though the 
tnanufacturer may only desire to market its drug to adult populations. * 2 1 C.F.R. 59 20 1.23, 
3 14.55. Under the Pediatric Rule, FDA may now even force a manufacturer to develop new 
formulations of a drug for uses for which the martufaeturer~er intended to seek approval. ,&e 
21 C.F.R. $5 201.23.3 14.55. Not only has FDA far exceeded its congressional mandate in 
treating foreseeable uses as “intended uses,” but it has also gone farther afield by creating a w 
ss; presumption that certain uses are foreseeable even where (1) the drug has not actually been 
marketed. and (2) the manufacturer has affirmatively disclaimed the allegedly “foreseeable” use 
at issue. FDA should immediately cease such unwarranted intrusion into determining the uses 
for which drugs will be marketed, which Congress historically has made the manufacturers’ 
exclusive province. For a more detailed discussion of these points, s App. B, pp. B-l to B- 15. 

lf taken to its logical conclusion, the theory underlying the Pediatric Rule would render 

r? .‘. la. .,,.up,.* I,>l*,:~.W”*-.r >? “,,. * the drug approval and misbranding mechanisms of the Food, Drug, and Cosmetic Act (“FDCA”), _ ,, .:: 1 
Ld 

Pub. L. No. 75-717.52 Stat. 1040 (1938), virtually inoperable. For example, requiring 
tnanufacturers to conduct clinical studies to establish the safety and efficacy of all arguably 

-, 

--i 

..*j 

;I*i 
, : 
1u.J 

foreseeable uses of each new drug that they seek to market would dramatically delay the 
necessary approvals for marketing those drugs. Moreover, the “Abbreviated New Drug 
Application” (“ANDA”) process for generic follow-on drugs - which requires the ANDA to 
contain substantially identical labeling to the pioneer label - would cease to function if A&DA 
applicants were required to claim, on their labeling, foreseeable uses that were unforeseen when 
the pioneer drug’s label was approved. Further, considering foreseeable uses to be “intended” 
would render the overwhelming majority of marketed drugs “misbranded” because their labels 
would not contain adequate directions for each “intended use” of the drug as required by law. 
&g 21 U.S.C. 3 352 (1994 & Supp. III 1997); 21 C.F.R. $0 201.5,261.100 (1999). FDA cannot 
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avoid these harsh consequences by selectively enforcing its newly created foreseeability theory. 
Lvhich would be impermissible in any event. For a more detailed discussion of these points. s 
Xpp. B. pp. B- 15 to B-22. Thus, FDA’s DAISY “foreseeability” theory, and consequently the 
Pediatric Rule. are untenable. 

In addition to conflicting with key purposes of FDAMA and flying in the face of weil- 
settled understanding of uhe types of intended uses subject to FDA’s regulatory authority, the 
Pediatric Rule finds no statutory support in any other provision of the food and drug laws. 
Indeed, none of the statutory bases upon which FDA relies authorize the agency to venture so far 

.’ ..’ . afield from its mission of ensuring that’drugs are safe and effective fdreled ucatlom 
and into the realm of direct control over manufacturer research and development of formulations. 
FoY”%%ore detaiIed discussion of th‘is‘point, s App. D. 

tn sum, FDA should revoke the, regulations comprising the Rule in light of: ” ’ 

(1) the stark contrast between key goals of recent food and drug legislation &d the 
Pediatric Rule’s efftit, see App. A; 

(2) 

0) 

FDA’s abrogation of the well-settled “intended use” principle in purporting to 
dictate manufacturer decisions concemmg appropriate labeled indications for their 
drug products, s App. B, pp. B- 1 to B- 15; 

_ 4e /.I * ~~~~~~.~~~,‘,~?~~~~~~~~~~~~ -5 : 
the disruption of Congress s drug approval and misbranding mechanisms that 
would ensue if FDA’s u *‘foreseeabi!ity’* theory underlying the Rule is 
consistently applied, s App. B, pp. B- 15 to B-22; 

(4) the lack of statutory support for the Rule, w App. C; and 

(5) the unconstitutional taking that results iiom enforcement of the Rule, s App. D. 

. c. m 

y<*hil*il --~“i(r.>c.. .-P.~.$&,+mu.~ 
i) The subject matter of this petition is not within any of the categories of action for which 

an environmenti assessment is required pursuant to 21 C.F.R. $25.22 (1999), and is exempt 
pursuant to 21 C.F.R. 6 25.30(h) (1999) in that it is concerned with FDA’s procedures in 

._-, administering the Act. 

<.I 
D. Economic 

--*i 
.A Not requested. 
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E. Certific~ 

The undersigned certifies, that, to the best knowledge and belief of the undersigned, this 
petition. including all appendices attached hereto, includes all information and views on which 
the petition relies, and that it includes representative data and information known to the petitioner 
which are unfavorable to, the petition. 

Respectfully submitted, 

Association of American 
Physicians and Surgeons, Inc. 

Andrew SchlafIy, General Counsel Daniel E. Troy ‘. 
160 1 N. Tucson Boulevard, Suite 9 Karyn K. Ablin 
Tucson. AZ 857 16-3450 Kristina R. Osterhaus 
Phone: (800) 635-l 196 WILEY, REIN & FIELDING 

1776 K Street, N.W. 
Competitive Enterprise Institute Washington, D.C. 20006 
Sam I&man, General Counsel 

.% upb.?:.c ‘““~~,~~~“~~~~~~?~~~..~~I’~ ‘(202) 7 1 g-7000 
1001 Connecticut Avenue, N.W. 
Suite 1250’ Counsel for: 
Washington,’ D.C. 20036 
Telephone: (202) 33I-1010 ext. 218 .ksociation of American 

Physicians and Surgeons. Inc. 
Consumer Alert Competitive Enterprise Institute 
Frances B. Smith, Executive Director Consumer Alert 
1001 Connecticut Avenue, N.W. 
Suite 1128 “,.,.. 1_ .,“A ,‘- *- .<>>: -b2. ( -: 
Washington, D.C. 20036 
Telephone: (202) 467-5809 
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ALIPPEXDIX A: 

THE PEDIATRIC RULE CONTR\C’ENES 
I SF% UNDERLYING FDA3l.k 

THE RULE CONFLICTS WITH CONGRESS’S GOAL OF : 
ENCOURAGING M-~~.~CTCrR~~S-T~B~Ii;\lG ADD-ITIONXL USES OF A DRUG o~-cmEi uGcLNrAg~~, 

;+ p; ” *. .i.. “. ,;>pg*.,. “:- “s;~.p&.~~, . . . . . . . . . . . . . . . L...... ::.,: . . . . :::..:I.:. i:y : > ,.. ,r ,.‘. ~: ., 

A. 
‘; <. 

As Congress Has Recognized. GffiLabel U&s Are A Common. .-- 
Well-Recognized, And Essential Part ‘Of tiedical Practice. ..,.....,....: ..__. .,\-: 

B. 
. . ._ 

The Pediatric Rule-Is Inconsistent With F ._ __ 
Designed To Encourage Manufacturers ‘To”Brin~ 
Uses On-Label Voluntarily . . . . . . . . . . . . . . . . . ..l............................................... A-10 

1. The Rule Is Inconsistent with the Pediatric Exclusivitv , 
Provision . . . . . . ..*.I........................................................................ .-I- IO 

7 -. Th:. $& 
Provision 

ggjgnental Application 
. . . . . . . . . . . . . . ..‘......................‘.............I............................. -\- I J 

-7 

i 

.ti 
C. Judicial Precedent Establishes That.FDA Cannot Superimpose 

Its Own Conflicting Scheme Of Mandatory Pediatric 
-I ReguIations On Congress’s Voluntary Scheme. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .-\- I 5 
:&i 

D. The Serious Ethical Problems That Arise From The Mandatory 
Tq Nature Of The Pediatric Rule Confirm The Superiority Of 

: d Congress’s Incentive-Based Solution. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .-\- 1’0 

+&%#.?: “+r c~~)*~~“,~~~~~,.;,;;. I 
1. The Pediatric “Rule Increases theRisk of Pediatric .- 

.“. j. 
.-$ 

et.4 Testing Before a Drug Is Shown To Be Safe for Adults. . . . . . . . . . .-\- I - 

‘c-q 2. The Pediatric Rule Exacerbates the Special Risks and 
& Difficulties Involved in Pediatric Testing.. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .-\-JZ 

E. Section 355a(i) Of FDAMA Does Not Allow FDA To 
Bootstrap Its Authority To Promulgate The Pediatric Rule . . . . . . . . . . . .._.... ..\-5 



THE RULE CONFLICTS WITH CONGRESS’S GOAL OF 
STREAMLINING AND ACCELERXTING THE DRUG 
APPROVAL PROCESS . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . .._. .-\-Jo 

A. The Pediatric Rule Further Delays Bringing Drugs To Market. . . . . .._... .-I -;( I 

B. The Pediatric Rule Increases The Costs qf Drug Approval. . . . . . . . . . . . . . . . . .-I-_:2 

The Pediatric Rule Increases Matiufacturer Cnqt~ 

3 ..“,, -. The Pediatric Rule Increases Concllmw rnctc 

C. The Pediatric Rule Exacerbates The Inefficienc~~s’OfThe”Drilg 
Approval Process . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . “...;t’...‘.“~,,?.~ i...... i.r... .fL:.::...: . . . . . . . .._. :\-‘-I 

, .5. : -pa ~ 
,‘. . . .<,,-‘:‘;’ . .,. _ ,:., 
+.. ,, ,s,u,i L. .“:“;*., ..,,_ _. .,:. _i lb, _:) ; j,,. > ‘,: I,. ;-> , .” ‘. 
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APPENDIXA: 

THE PEDIATRIC RULE CONTQvEl’ES 
: .., I.. 

SES UNDERLYI,V&D.~.J~~ 

Perhaps the most striking deficiency of the Pediatric Rule is thst it p~ac~IG,c ts.;t~- 

i embodled In Congress’s most recent food and dnlcr hici~tinn tilp E.-I 

and IJrug Administration .Modemization and Accountability Act (“PDAL~A”), ivhich IL as 

:nacted @rely one’year before FDA promulgated the regulations co-mprisinn the Pedi;nric Rtli~ ,‘. .-.. 

It is a. fundamental principle of administrative law that: 
;- : ;,l _,, i <..-+ .,. : ~1 

The r&~aking power granted to an administrative agency charged with the 
admi$is;$fation ofa~~~~~~~~~~~~~~~~~~,~~~.~~~.~~~,~.~~tom;?ce law. Rather. it is the 
poker to adopt regulations to carry into effect the will of Congress as expressed 
by.!he. $atute. 

&N&.krsEmst v. Hochfeldec, 425 U.S. 185, 
. 

“regulations, in order to be valid[,] must be 

213-14 (1976) (internal quotations omitted). Thus. 
‘. ., ‘. ’ .Y A, 

consistent with the statute under \s$ich the>, arc’ 

/ n  ̂ , $>.*W~ _ 

promulgated.” ‘wed States V. l.arianaff, 43 1 U.S. 8GJ. 873 ( 1977) (invalidating reyuiatiotls 

.,“l, I .*. 

that were ~~contrary to the manifest purposes of Congress”); accord &ted States v, VoueI ,~. .:lr’i*-,,i;:a ii ?r..~s:+c<*“3.,~~~i” i/-i’-.. j ,, .; -I .i )_ I,. ,‘~ I 
; . . 

emhzer Co,, 455 U.S. 1626 (1982) (“This Court has ftrmly rejected the suggestion that a _.. 
. 

regulation is to be sustained simply because it is not technically inconsistent with the stannor]* 

language. when that regulation is fktdamentally at odds with the mar$est congressional dcsisn.” 
. *.. + t,> ^, ^i’ 

(internal quotations omitted)). 
.I ~. 

.., : -. .p*.;-, _), _,.., : :, -,-_ 

A-l 



Far from retlecting and enforcing the congressional policies and purposes lindcrl! Ir~g 

FDA-MA. the Pediatric Rule contravenes key FDA&IA goals in at least t\vo respects. ;ts set t;jrtll 

below. 

I. THE RULE CONFLICTS WITH CONGRESS’S GOAL OF 
ENCOURAGJNG~MANUFACTU~,RS TO BRING ADDIn’ONj;L ’ 

.‘,Z t 
._\^, 

off-label pediatric uses be brought on-label, rejects the very notion that off-label uses represent 2 
F 

beneticial treatment option (as FDA, hasJon&acknowle~ed~~ and upsets Congress’s caret‘uil>. 
,_ -,. ,.“4 ,. ^i.I. 

crafted balance concerning the appropriate circumstances for bringing off-label uses on-label. 

A. As Congress Has Recognized, Off-Label Uses Are A Common, 
Well-Recognized, And Essential Part Of Medical Practice. 

The label for an approved drug “identifies only those uses for which the manufacturer has p’ 

? 
it 

conducted studies and has demonstrated, to FDA’s satisfaction, substantial evidence of safety 
g 

..~~.-‘r~ra~~~~~~9~.~~~~,.~ ..,*:.^^ 4) . ! .,‘ ; -: :,; -i..,..:. ;,- _, 1..,_ _. _.. u 

i% 

I Indeed, it is precisely the voluntary nature of the pediatric exclusivity provisions that is 
essential to keeping FDA within its statutory mandate. If manufacturers were instead required to 
bring off-label uses of a drug on-label, this would interfere even more with the practice of 
medicine than would barring physicians from prescribing drugs off-label, which is indisputably 
outside FDA’s jurisdiction. Forbidding physicians from prescribing drugs off-label would 
merely eliminate certain uses of the d.rug. Requirin, 0 manufacturers to bring off-label uses on- 
label. by contrast. could cause the drug to be withdrawn from the market altogether as a 
“misbranded” product until the manufacturer could comply. 



and etTectit.eness.“’ Ne\,ertheless. once “a drug or deuce IS approl,ed by the +cncy ;1s j;il;‘ .:I:~! 

effective for one purpose, no FDA reyulations prevent doctors from prescribing it for LLII~ O[IILI 

p1Kpose.“~ Such use is called “off-label use” and includes treating a condition not indicatc‘d or1 

the label. or treating the indicated condition but varying the dosing regimen or the p;lticnt 

population.” IVashineton Legal Found. v.;“Pti,edman, 13 F. Supp. 2d 5 I, 55 ( D.D.C. 100s ). 
“- ._.>. 

gpeal docketed, No. 99-5304 (D.C. Cir. Sept. 9, 1999).’ .” .” ;. ‘: : .’ 
As FDA’s former Deputy Commissioner for P,o,i:j:cy: \Villiam B. Schultz. has 

,:_ _...I, &dgY _. . .1. -,.j- .,t<; ,:i:‘*d ,’ :, ‘2 \,$,+ .:” 5: q&*:1: .,?” __ _” _’ :.. (..: I_ ^ 
acknoivledged, “FDA knows that there are important off label uses of appro\& drugs.“‘ 

.c: i ._ .., i _ i. , 
.& 

agency has even gone so far as to state-that: 
:.~~.@t., ::;, ‘. ; ” : ,__. ; .’ -> 

:, .;‘ 
There is no FDA policy that seeks to limit physic&n prescribing of prescription 
drugs to only FDA approved indications. Such a policy would . . . be an 
unwarranted intrusion into the physician-patient relationship and have detrimental 
public health consequences. . . . We, too, recognize that the physician in clinical 

U.S. General Accounting Office, Off-l.abel Drues. Reimbursement PO 
. . 

Iiaes Constr;un 
Then Cl-tgtce of Cancer Tm, Pub. No. GAO/‘PE‘MD% I- 14. at 10 ( 199 I 1’ 

[hereinafter “GAO Report’*]. 
.: 

: 9 Michael I. Krauss, J,,oos& the FDA s Dru= Cert u itication Monopoiv: Implicarinti~ :;)I- 
Tort I aw and Consumer Welfare, 4 Geo. iMason L. Rev. 457.570 ( 1996). ..-, 

1 Xccorcj James M. Beck & Elizabeth D. Azari, FDA. Off-l abel Use. and Infomled . .., . 
‘“+g .. Consent: DWnkiw Mvtbsand ~~~l‘~,;itb~/r’u(i~~+&,, , ,: ,s+ _ .: 5 , 53 Food & Drug L.J. 71. 10-t (1998) 

: r” (&&t&g off-label uses as “using an.~a~~~~~ed’;rui.i~~reat a disease that is not indicated on 11s 
i.3 label. but is closely related to an indicated disease, treating related, unindicated diseases. ~lncl 

.?“n treating the indicated disease but varying from the indicated dosage, regimen, or patient 
>.‘.” .: %& population”). 

5 More Info-n for Better Patieare: Hearing Before the Senate Comm. o n L&or 
‘. nd HUUUIJ Resources 104th Cong. $i (i’d%) (statement of Wifliam’I%. S’c,hultz. PDA Dep. 

iomm’r for Policy); A Beck & Azari, a note 4. at 8-I (‘*Nothing in the FDCA . . SllgiZCStS 
_ 

that FDA is to conduct its own evaluations of uses other,than those proposed by a . 
manufacturer.“). . . 

-. 



practice is well-equipped to make responsible prescribing choices for both 
approved and unapproved uses.” 

E\.en this is an understatement. Off-label uses ofdrugs and medicai dci-ices col~sti~l~t~ ., 

“common and integral feature” of many. if not most. areas of medical practice.’ 
J 

Estimata ot’tl~c’ 
c 

number of prescriptions for off-label uses of drug products range front ttventl l to sixty pcrccnr 01‘ 

the approximately 1.6 billion prescriptions written each year.’ As Michael R. T, - _ __ __. . .._. 
,.’ ‘_. , 2 ‘; ,; ,“. 

FDA Deputy Commissioner for Policy, has stated, “off-label use is often essentiaj,to good 

..^ 
medical practice. and in some areas - oncology and pediatrics ambrig them - off-label uses 

:’ ,.I.,. -. 

constitute a significant portion of standard therapy. FDA recognizes and accepts this realit>,.“’ 
‘,.~’ .*&G ,, 1, ‘: ,;, 1 .3 ;+ j ., ‘TV’ p::. : , 2’ ,. ^_ 

William Hubbard, FDA’s Senior Associate Commissioner for Policy, PI&u&&~ and iegislation. 
!’ 

f 
B p 

has likewise affirmed that “[a]11 of [FDA’s] physicians and scietiiists . . . strongly believe in the 

8” 

.._ 
j’ 
u 

concept of physicians being able to prescribe for off-label uses based on tfieir own experience. 

knowledge, consultation with colleagueS~~~d”~~~~~~~~~~~~~~ati~n.’~”~ _.I ̂ j, 

.A.,-. . . (.. i I 

0 &$,,~~~~+ ‘*“’ ,i Letter from h Witt, Acting Director of FDA Divi&n i;f~r~~~~~~~~~ng~;Xd;~;-iisi~l~ 
and Communications, Office of Drug Standards, to A. John Rush, MD!, Diredtor, M&thl tiealth 
Clinical Research Center, University of Texas at Dallas, at 1 (Jan.’ 1’7, 1991). 

Beck & Azari, m note 4, at 79. 

< & ia at 80; accord Krauss, m note 3, at 472 (observi&ihat twenty to sixty percent 
*” *15u --*‘+‘*---‘of all prescriptions written each year prescribe drugs ‘for an G’ffli’;&i .uSe j. 

“US. ..,, ‘, ., ;.:. -_:.~ .I.’ LQXI ,I 1 

0 . . ” 
Michael R. Taylor, Speech of FDA Deputy CC 

u 
;Itki 

_ Law we Sm Drup Ad 
. . l-UC7 v-and (Feb. 26. 1991); s L’sS 0 t . . 

Approved Drugs for I Jni&ePed Indlcatlons 12 FDA Drug Bulletin 4, 5 (Apr. 1982) 
(“‘Unlabeled uses may be appropriate and’rational in certain circumstances, and may, in fact. 

. reflect approaches to drug therapy that have been extensively reported m medical literature.“) se? 
* * *t [hereinafter “Unlabeled Ia 1. -z+: 

IO Pl.‘s Mem. in Supp. of Summ. J. at 9, Wash&on 1 egal Found. v. Friedman 13 F. Supp. 
2d 5 1 (D.D.C. 1998) (No. 1:94CVO1306) [hereinafter “WLF Meti.“] (citing Hubbar& Tr. -2 i. 

A-4 



is common. and even predominant. in the treatment of cancer patients.“” .A government jtud\, 
.**.;. .;, J :_..-- ,, I) , ii , _ 

,. :- ~ 
that collected data from the spring of 1990 found that. of the seventeen most cornmonl\~ LISC’C~ 

_I .“.~~&~ ., .I -1: . . .“, 

_. i.: 1: tr ;. 
anti-cancer drugs. five had been used off-label at least 70% of the time.” Similarly. C;lrl DiscJrl. i.I ~ ._ . . :; .’ 

‘.:. :_. ,! ‘, _.. CL : t I ..* * < . . . ‘ii,. . \.” .;;s..<., : ; WC * “VbL / t.; .,‘L ; ,:. I 
the Presrdent of the Kidney Cancer Association. recently statkd~that tlte most wicfelv nrcsc:riI,ccl 

JJg a representative of the Americ.an Medical Association, ‘*[iIn some cases. if you d‘idn’t use the \._ ‘. i i. ‘;;‘^“:.. I, ‘.. G’.>‘, i: i _,,, : ,,_ ,.‘, ::.,: .>- “” _. ., , 1 p; ~“. ,_, ._‘. *-.*.* /. ..> - 
77 ? : drug in the ofFlabel way, you’d be guilty of malpractice.“‘6 As one’author bluntly” stated. 
,; , ‘. __: 

ka5-d ,,:.:~;,r:.- ‘” \., >r /,) , :. “__ ‘._ 
:~ ;.,:,n ,, ,., fyypy ;. ,,B * , ; :, ‘. ^ 

-3 ‘Q .,; _ , ‘_ _: ,. .1 ., ,. I) ,,:_ .~ i ‘7 .‘:a ., : .:... ~.<. : 
i ad.4 ,.,,. . . . . P_ 1 :z<:~~mt4”“;i V5~“~.W~~~~ 

v,j*,. .‘rl .;L.&~~z”~~“-~,~, 1:. -,:; ‘. ., ’ , y:, :,.‘&i. e, .; 
rXq c, “1 *-j.. \ . 
9. ., J . . . Y<> 
:, : 
2 II GAO, Report, w note 2, at 40; jg, at 3, 11 (“A third of all drug administrations to 

-3 cancer patients were off-label, and more than half of the patients’received at liast one off-l&~~l 
.,. ;., b& .__~ drug. . . : [I]t is even possible that for a specific form of cancer, a dru g given off-label 111~1~~ 11,1\ c‘ a 

been proven to be more beneficial than any drug labeled for that cancer.“). 

II Id at 21-22. 

I.1 

‘4 .~~~I~~~~,~~~~~~~~~~~.. ‘a. :. : s%r: FDA, Single Focus Meeuection &I of the P&I Mode&ion .\ct: 
‘7 

. ‘: .,./_... f ,., 

j 
Dissem of Info& on UwprovedNew Loses for Marketed Drugs. Biolovics. mi 

Devices, at 14 (July 8, 1998) <http://www.fda.gov;ohrms/‘dockets/dockets/98nO222,,tr~!)(,I J I .t\t-’ 
‘V , : 
d 

I.4 GAO Report, w note 2, at 11. 
., : 

15 & Kenneth P. Berkowitz et al., wess Tries To Rri& the “ Label Gap. ” but Yoboti\~ 
b Chec&g, Med. Mktg. & Media, Jan. 1998, at 40, 42. I., \ITH:. ‘.- ._/ ^ 

- !J 
I 0 ._.. i.. :.’ i,, if“. 

Beck & Azari, sldprit note 4, at 80 (citing Fran IGiiz, FDA &ks To Add Drums * New 
1994, at 211 (quoting Arner$%@t’tiedical As$ciation > ice- ,.^:I ..,_( ‘v *~~,~~~,~.:,F*19,,“. “.-..+ I . 



1 

.. I, 
...I.- 

“[o]bviously. many more people would die. and the clamor about FDA-induced ‘drug 1~2 \~c~lI~cf 

be more intense, if off-label prescriptions uere suppressed.“‘- 
: 

Through off-label use, physicians discover new, more effective means ottrcating theIT 
~ ; 

patients. The FDA Drug Bulletin reported that when physicians resort to off-label use otdrug 
<CT; ; ‘..i_‘” *- . . . I 

products, they often discover “[v]alid new uses for drugs already on the ntarkct . throttyll 
i.. . ., ,,y’.$ y.?.. ” I, “( ‘..‘.-. ̂  z ,” I>) ;i .+:.‘T: )?...i’ ;; :, i,$; : @&?P” ,: 

. . 
[their] serendipitous observations’and therapeutic innovations.“” The great majority of 

.‘,: . _. / ,, I, .._ : t.k,+,i. : ,i ;:y,: :: . \L T,p. ,f .. 1: .,-,& % ‘+&:;, ._ -lill\-“e ,;. .: ‘..:. 
‘Y breakthroughs in treating depression and schizophrenia come through unapproved uses. as /13L.c‘ 

: 
‘L““’ .^ >,j,, ,$ i L:, jj .~+&+#y- “,.~-~~c.,.~~~,.~.~.~~~~~~~i”. ,. ? “i” i ;,,: I”...r .t: : !. ;; >:i, .;: ‘, e.>:, il r: +;,,, .,(.. ;,;, .“e.:,; $? ;,.;; ..-‘:“” -.?&i :...;.,r&&. 

. ^, _I.,. “,L..y.- -3 ‘y‘y:;, ‘T,:” . ‘,:,yy .,w*-.*.. ; ? 
nearly all curattve anti-cancer therapies.‘” 

_’ 2..:; : 

I) : : 

,-‘). ,_ .- j ., .’ .: ” ,- ‘-3 A.“@&; ,>$z.-“:?~%-‘r; ., 1 .I ,:, ;. : _: >g$$-? $* aq& s, ,: .&+ rh i ~“‘;“I s.. 
jl’ Off-label uses are especially common in pediatric populations. & Washington L~:J f 

- i ‘( : ,a. :; i ~,:,. ,, : , j I _- -’ ,” :$p\~::&$$~:; _,. ..i’i,.~~ 

Found, 13 F. Supp. 2d at 56 (observing that off-label uses are important to pediatrics). In fact, 
{ 

- 
..I ~~jl I 

FDA recognizes that many off-label uses are the norm in pediatrics, often because testing in 

children can be prohibitively expensive and because involving children in clinical trials raijcs 
- ,.~ ~~,,-~~ i’ , I, *: *e4’yr ~~;.~~~~~~~~~~~~L~~~~~~~~~~rl- * .u/ _ ,~ 

special concerns not present with respect to adult testing.“’ As a result of the costs. risks .lnd 
“^ 

unique difficulties involved in bringing pediatric uses on-label for a drug only approt.ed for llscj 

I9 . & Robert M. Goldberg, Breaking FDA’s 54edi& Info&on Mono& v 1995 7 
Regulation: Cato Rev. of Bus. & Gov’t, No. 2, at 48. 

.x. 

& WLF Mem., m note 10, at 7 (citing Temple Tr. 54; David Kessler. Speech of 
. . . . 

FDA CO~UUUUUU to the.American of Pew (Oct. 14, 1992); Hubbard Tr. 164. 
77-78); m pp. A-23 to A-25 (discussing unique problems associated with pediatric testiny. 
including separation from parents, discomfort, fear. and difficulty in obtaining blood sai$les‘)Y 
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in adult populations. most drugs carry a disclaimer stating that safety and etTecti\.etlcss ha\ c tlL>t 

been tested in children.” ,. j 

FDA has attempted to justify the Pediatric Rule by saying that “the absence ofpedi&c 

reasonable aSsurances that marketed Products are safe.’ ba 

,. ./ 
of a use and the benefits &that use.‘3‘ i ,,JL~ the GAGReport stated, *‘[tfhe &e&y *dff-‘&eiii&* 

,,- 

runs from clearly experimental use to standardtherapy and even to state-of-theart treatment,“” 

\,i\ . . c*de .~~,::~~~~~~~ 

I 
11 ;:: .. ~ Lawrence Bachorik, ,,,, _, ,~ *‘*.d*x<“” . ,i j zi. .,,& 

v FDA Is J&ouragul, l3-u~~ TestIn, m Child eq 
;,&. ; ; *.,. :(: (1 .‘. ;.’ .i &;..p”.y: ..I.~k ..:.~,qx,+ .<q.. “‘; ,; . ‘- i”-*i yyp?3pg;.,. ‘, 

Consumer, July-Aug. 1991, at 1.5 (interview with Paula Botst+n, s;I.Q.i Deptity’ Directo; o i 
FDA’s Office of Drug Evaluation I) (stating that because poi)ui&iot? &?&i&en ?s smclil. 
financial return of studying drugs in children is small); 2 1 C.F.R. 9 201.57(f)(P)(v) ( 1049) 
(requiring explicit disclaimer on label of drugs not approved for pedi%ic pop’t%$ons): ” ’ ‘* ’ 

_, 

disclaimer that they are not approved for use by children.“) [hereinafter “CohgqTestimonq”]. : _... _. 
3, -- 

23 

Beck & Azari, w note 4, at 82. 

&e & at 72 (“All medical treatments, including off-label treatments, have medical risks. 
. . . . The mere fact of off-label use. . . is a matter solely of FDA regulatory status and cannot 
logically be considered a medical risk of a drug or medical device. Nor is off-label use 
inherently experimental or investigational.‘* (citation omitted)). ’ .’ .-’ ‘” 

_ .< . ~~.;~“~. ,. < Id ., ‘.-A ., ‘-2 “1 _ * “,,_ ..: *-_ ‘~l..,-d ,:.* ‘*,..“hy *,.“a ,q.: “,; .,,,, i_, ,.: -, ,.‘: , .i .I -,“” “*.T.,.r ..$< * i., ,:.. ._ : 
24 GAO Report. a note 2, at Il. 



[f anything, off-label pediatric uses arguably represent a & risky altemati1.e ror ci111~rcrl 

than does FDA’s Pediatric Rule. Drugs used off-label in pediatric populations have 

established to be safe and effective for use in adult populations. &?I L.S.C. 3 j js(d) ( I oo~ L\: 

. ” ,L ,_ 
Supp. III 1997) (requiring that drug be safe and effective “for &e-&tier ihe &&ifTtions 

prescribed, ,recommendec& ,or suggested in the proposed label’ing’ thereof ‘). .LIoFeover. dot torq I 

“a. i ,:-I &.<, q.r ,. ,,i : context of clinicai studies -,which involve groups of p&en& i-tither tRa;n the% 

setting ofa doctor-patient relationship - to adn&nster thoseiai 

children before they are approved for use on adults. & 2 1 C.F.R.‘$ 3 14.2 j@7’l’999) (requiring 

. . 
new drug sponsors to submit “data that are adequate to assess the‘safety and &ectiveness of the 

drug product for the claimed indications in ail,~relev,ant.pedi~t~csubpopulations. and to support / 

dosing and administration for each pediatric subpopulation for which the drm$‘safe and 
‘. /,. i .; ..,. ;,.&4.‘;;. i.:.:.‘*&“,h v, .~,_ 

; :;; 
effective”). Common sense dictates that the individualized adminis&tioni;i c:hrldren in the 

,“& 1 I.. :, ” 

context of a doctor-patient relationship of drugs already established to be safe and effecti\.e tbr 

* 

F 

:;i.+.,.i: ‘I * : * +:k~&,,, : ,,” ‘. 
adults represents an alternative that is at least as safe - if not far safer - than forcing f 

_. )’ ,~ +: ^ “r.y~, :..=.<~. 3 .,. rj 

.-/.“-,\,” .(. 1.. ‘,‘:a* ,r<~*;i manufacturers to test unapproved drugs on groups of children in the context of clinical studies. 
>-, ,,“. ._ ‘& 2;. 

,.~,,, :,~,.y~- 
Congress has recognized the well-established benefits of off?abel uses. Speci fit; t iy. it 

has expressly forbidden FDA from interfering with those uses, thus enabling physicians to take 

advantage of the latest advances in medical technology in treating their patients: 

[I]t has been the long held view of Congress that the FDA should not regulate the 
practice of medicine. In general, the FDA has no authority to regulate how 
physicians prescribe approved drugs in the context of their medical practice. 
Physicians prescribing off-label uses of approved drugs is not within the 
jurisdiction of the FDA. 
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7 : 

* ,. H.R. Rep. No. 103-310. at 60 (1997): & 21 L’.S.C. $ 3% (supp. III 100’) (c.\cmptills 

-2 .:’ z. ,J$ 
practice of medicine from Food. Dru g, and Cosmetic Act); H.R. Conf. Rep. No. ic,j-_;()(J. ;I[ o-. 

reorinted in 1997 U.S.C.C.A.N. 2880, 2887 (warning that “the FDA should not interfere in tflc 
,‘“nl 
3 

practice of medicine” and that physician-prescribed off-libel use of medical devices ‘*is rlot t11~ 

province of the FDA”). Likewise, Congress allows reimbur&%%t uti&r’t‘Ke’tied~~~~~ ~ncf 

‘:L z ,. /. ,I. ,a;. ._ ,I*.‘.- . . _, .:. ~. . .c ( 
‘,’ . . ~,:y;,‘ : _’ i 1 

the 
_ -. : .._ 

At 
.- z 

same time, Congress recognizes that theri: is sc$$, benefit i’ti’&&tii@‘ng 
.-: j 

‘-e: ;. ‘,,:’ ‘_ ,. :. ,I:.“: ^._. ‘_ /,,> ~ :&-l ,, _‘ii a: ‘2 . . .T .*‘-,, 1. , ‘.‘,; _ .T __,_ -+” i.~..!,“. i’ ““iF$:. ;,>T; .:,I. 
manpfactgrers to se& FDA approval for off-label uses to keep t&e dtig label up‘tti‘date L so’.‘iong 

i^ ., 

as the FDA approval process does not obstruct the availability ~f~effeciive.treatmenIs to 

prescribing physicians and iheir patients: 
.‘_. ., 

Although the use of an approved product for an unappr&&d use dbes not violate 
’ 

q. /-- ,,u,*~i~;wr:~~~~~ ~-s%w+v 
the law, it is import&it to encourage the as s to the FDA- 
approved product labeling in order to keep that labelin$&r&t ‘w’itli mkdical 
practice. ..*.;.A,; .“_ 

H.R. Rep. No. 105-3 10, at 63; u S. Rep. No. 10543, at 32 (1997). To encourage 
.s ” 

manufacturers voluntarily to seek approval for off-label indications - ivhile at the same timt‘ 
/ 47-y /‘~ . I.. ; i ‘!I x.. ” : &;;’ ensuring that FDA did not exceed its statutory authority - Congress included various incentil c’s 

I 
.I ,, -m.a”*” )“%i~~~~“~*~,‘+ 3?$, r. IKFDAMA. The Pediatric Rule undercuts that regime, substituting compulsion for cooperation. 

25 See alsq FDA, Public Heag on Phmaceutical Marketing and Informat’on Esch;~n;t; 
in Ma Care Envirw (Oct. 19, 1995) <http:;:‘www. fda.govicder,‘ddmac:/ 
MANAGEDCAREPANEL2.htm> (statement of Pharmacist Calvin Knowlton on behalf of 
American Pharmaceutical Association) (stating that Medicare &d Medicaid statutes “provide 
payment for off-label use of drugs if these uses are recognized as accepted medical practice 
under the authoritative compendia listed in the Federal Me&&$ ~d’Meaica~~sj~t.tttes”). 
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B. The Pediatric Rule Is Inconsistent W’ith FDA.CIA Provisions 
r f 

Designed To Encourage Manufacturers To Bring Off-Label 
Uses On-Label Voluntarily. .I 

1. The Rule Is Intionsistent with the Pediatric Exclusivity Provisiqn. 

In FDA&MA. Congress enacted an elaborate voluntary incentive scheme wherebv FDX 
.- s.,., :I, 

may request pediatric studies for b&h new and marketed drugs if FDA determines that.;\dditic~n:~l .Y_. 3:;. ..k.;:_:‘: I 

pediatric information concerning those drugs ‘“may produce health.be?efits in the pediatric” 
.~ , I : ; i ,. ’ ;. -l’_ ..“, . -, .,~,,.,.,_, _ “. “,” .,q.* ,3 

population.” 
,;‘&‘; ;<,‘T.“-,$.“,,> ‘: 

2 1 U.S.C. 9 355~‘(S’ti&?III 1997). if the manufacturer agrees to condu’ct, &~‘FD..\ 
.y .: ~::.; ; ~ ), ./.~ I, ,- ,- .: .I I “+$,., rr, m+&$,. 

_, **~&JJ& ,fVi .,- ‘.;:..,. ;.. . _. 3) ; .;,,n>--. 
accepts, such studies, the mamifactu<@, is entitled to an additional six months of m.arketing .- * 

I_ .:: . 
exclusivity under certain circurflstances. * & The statute also contains a sunset pro+i+n 2nd ,./.-. ; ,~.-a <I! 

a requirement that FDA report to Congress on this provision by January I.200 1. u $ 3 5 S;lc$ )- - 
P 

(k) (Supp. III 1997). Notably, FDA must discuss in its report ( 1) “the effectiveness of the 

program in improving information about important pediatric uses for approved drugs,” (2 ) **r!ic 
r* ~~~~~~,~~~~~~~~~~~~~ *q&; .I,- ‘.’ .: :. :~~: ,. ,. I % ,. ., 

adequacy of the incentives provided under thjs section,” and (3) “any aestions for .. 

modification that the Secretary determines to be appropriate.” & S 355a(k). 

.\lthough Congress only authorized FDA to request pediatric studies and to s&c‘st 
., 

appropriate modifications after the incentive program had been tested, FDA has promulg_atcd 
. .” 

regulations, far beyond its statutory mandate, which & manufacturers to conduct those same 
/ .,e .,a., i.-;xz ‘5% IbYrl~.“.~~i:**(~~~i.” i ), )i,. :. d.‘.. -:, .3x 

studies. Combare 21 U.S.C. 0 355a(a), (cj (Supp. III 1997) (authorizing FDA to “make[J a ‘ss 

. . 
Witten re%!Wt for Dm’ from manufacturers of new and marketed drugs) d S. 

Rep. No. 105-43, at 3 (“The legislation gives the Secretarv authQritv to reauest Dediatric clinical 
. .: L: ..1 

Q&& for new drug applications and provides 6 extra months of market exclusivity to drugs \L Len 
L< ba 

“... . 
the manufacturer J&JJ&&& meet[sf certain conditions under the program.“) 4yith 2 1 c: F.f& 

)” 

i,., 



.23(a) ( 1999) (providing that manufacturer of marketed drug 

gg ;i -i &ky 
w.8 

application containing data adequate to assess” safety 2nd et‘fecti\.eness of drug. 1ncludi11~ Cfo~LISc 

and administration in some or all pediatric subpopulations and “mav also be 
_, reauirea to dcvclop 

It is ,pafiiculariy inappropriate. for FDA to cgntradicrthese exp/jcjt congressiq;rlai ,i,.. ,,.. 

provisions in light of their obviously Fxperimental nature. Not only did~congress inSJude,a,S 

sunset provision in the legislation, but it also express 
2, Xl i. cl..j;yr:~~~~~~~~;~~~~~~~~~~~~! FDA to report to Congress _, _., i.2;. ,I T’ _ __ 

COnCekIg the effeCtiVeneSS of the legislation, i$uding any suggestions that FDA could offer to (I/.’ _. -: ;,,.. . . _-- , ~ .l_. .(_, ,A,, ,,‘..‘, ^. . 

improve the scheme. 2 1 USC. !j 355aCj)-(k). Rather than heed these explicit directives by 

giving Congress’s scheme the benefit of the statutorily mandated trial run, houever, ED.4 k,~~st& 

proclaimed that it “does not beljeve . . . that incentives alone will result in pediatric srudie?**of 

some of the drugs and biologics where the need is greatest.” 63 Fed. Reg. at 64.639. Rather. i ‘mm- ““‘:&p#m “‘~~~~~*;!,,~~,~=~~~~ : ..‘“’ 
; .,!ff ,. ,r, u FDA declared its “‘m that a mixture df incentives and requirements is most likely to result 11~ 

r-7 i 
YJ real improvements in pediatric labeling.” Id FDA provided no evidence to support this “bclict:” 

Instead, it pointed out that, under FDAMA, incentives are not available for many products. & 
. . A.: 

ida 
.:a. . /:,&a ‘&+A 

..,_. 

Contrary to FDA’s pkimistiti view of fge efficacy of the pediatric excIusivity‘pr~.~,~~bns 
.,.“’ 

in FDAIVA, many manufacturers have already decided to take advantage of these provisions. To 

/i _ 
X-l 1 



illustrate. ;ts ofOctober I. 1999, manufacturers had already tiled I j9 proposed pediatric jtuiit 

,- requests with FDA.‘” Of those 159 requests. FDA had acted on 1 j7.- 
e 

Nine acti1.e moieties. L 

iucluding six approved active moieties. have already received extended exclusi\.ity ;,s 11 ,.csL,ll (,t. ” 

pediatric testing. ” 
)__ .,._, ,r-p~‘:: I. Most of the drugs that are currently benefiting from‘ihe extended pediatric 

$ 

,( ,.*i;.: ,_ .i.:,, I , , ~-“.‘A j ,‘. ,‘$:. 
exclusivity provisions are approved. marketed dr&gs rather than,‘,& drugs. Flj+A hai ;tatcd rllat “. 

t 
regulation perfectiy reasonable and appropriate in the face of a &~en’&~bl& $y behighly 

3 

P 
capritiiotis if that problem does n~j.e&:l’ (i,~!~a&&q~,&g&m~ ppitted)); see& Texas 1’. E P. 4. it. 

“.. _ ,, _ ,~ _: .j: i : ‘ 0 ,i I 
399 F.2d 289. 3 19 & A.49 (5th Cir.’ 1974) (ogservitig that ~~e&j$%ti$t’~el~ u@,dai, that is -ttlc gy 

5 ” . . . . 
best that is feasibly available’* and that agency has “duty to rec&sider and revise its requirements “rc 

,,.o,., I 
as better data becomes available”). At a minimum, FDA should ‘allow Congress’s voiuntary 

pediatric exclusivity scheme the congressionally mandated opportunity to prove its efficacy. 

16 % FDA, Center for Drug Evaluation and Research, Pediatric EvcIusivitv Statistics (last 
modified Oct. 1, 1999) <http://www.fda.gov/cder’pediatric!wrstats.htm>. 

17 
*id 

2a & FDA, Center for Drug Evaluation and Research. &proved Active Moieties to If’hich 
FDA bs Granted Fxclus . . . . . . ,. ‘, 1 . . 

iVitV for Pedtatnc Studies L n&r SectIon 505A of the Federa I Food, 
and Coswt~c Act (last modified Oct. 29, 1999) 

<http:iiwww.fda.gov/cder/pediatric/exgrant.htm> (listing grants of pediatric extended exclusi\~it\. 
for s& appr&ed active mbieties, including grants for ibuprofen to two‘different s&&ois). - 



-. The Rule Confkcts with the Supplemental Application Prot.ision. 

;s, second provision demonstrating that Congress intended to et~cou~~~gc not tbt.cc’ 

manufacturers to seek approval for off-label uses concerns supp%%ital applications t‘or I&\- 
-_ 

happen faster than FDA can possibly track: 
;,- ‘,:‘t ,_ ,..>.,L. /-. ., ’ *.... . i ..:l;.$:, 

&w yses for$plo< are often discovered after FI *’ “’ “.” “= -%” i.e. 
‘. ,.I 

..J’-’ - -_--_ -.--. 
)A approves the package Inserts 

ug’s approved uses. Congress would ha@ &-e$e$-h+voc in the 
nre&= nf medicine had it required physicians to follow the expensive and time- ,._^ _“, 
cvr,Ju,,,lrlg ..,:edure of obtaining FDA approsal before putting drugs to new 

. -:wln* ,‘kb. ujg*. ._ (,>A 1 ‘:I:..< ->, :): ;‘, .,_ ‘. 
’ \ c /’ >: j ..I_,, ,. j I .,.. “.: _;. ;_- I_ -, _I. 

54. 1 163 (3g Ciri. 1989).‘” 

,_. /,. ,+.. .“... - 
Y & Wil..,,. -. -------r----7 
Vacl~~, 48 Food & Drug L.J. 247,26 I ( 1993) istating 
a pace equal to that at which physicians discover beneti 

liam 1. rh&tonher. Off-Label Drup Preswon: Flllmu the Retiulatorv 
that*l%k %oUld not review drugs .I[ 
cial off-labe! uses’:). 

‘-(‘.’ ,’ 

M~~XI ctatcr= hnve statutes endorsing the tise of off-label drugs. For example. N.J. SM. )_ ,,1 ,. 



Despite Congress’s clear intent to allow off-label uses to continue and merclt. ~~~~~~~~~~~~ 

- rather than require - that those uses be brought on-label. the Pediatric Rule requires 

manufacturers of marketed drugs to seek approval for off-label pediatric uses. bloreovcr. 

although the goal of the supplementa!application provision is to “reduc[eI the overall burden or 

submitting supplemental appl+i~~~~~.,~d obtaining their approval,:’ the Pediatric Rulee incrc:lscj -. . . 
“‘: .: .(” ._‘. _ *:.. i. : < 

that burd?? :by-requiring mamifac$urers not only to cdnd&t.&ini&ai studies to support pedFat;ic .:.\.,- .,,, .:‘& ..;. Y,,,~,h:. . “’ :.h; ,-_* .“:,T:;:::, ;, 5 : -. *.. :,- _ .^’ j . ., :,., _ ,/ ‘_ _ ,. :“‘. _ , . . ..\ ..: 
uses, but,also to ~~~~elop,entirely.neivfbrmulatibns appropriate for various pediatric -. : ‘&:a 

“~$~&$#@&y.P*~ * 7 : ( ,: : _:‘-’ ( ‘..” “.#&??$ ?“.’ i I, ‘,/ . c _- _. ., : _- .( j . . ‘-; .“,,,>“,< 

subpopulations. & 2 1 C.F.R. 9 201’.23(a) (requiring mamifacttirer of mii?-kete’d Jr;t$*to‘ . ^’ 
. . .p2. . ,.. .: .,/ 

*.‘. -: “.: 1: “I ,. : 

P 
r 

(... Continued) 
q$ 

“Off-label” use of FDA-approved drugs provides efficacious drugs at a lower Q 
cost. To require that all appropriate uses of o approval by the FDX L 

c 
. .* ., ., . _ _., may substantially increase the cost~*&dm@ &I deny patients’ 

ability to obtain medically effective treatment. FDA approval for each use \tould q 
require substantial expenditure and time to undergo th’e clinidal trials necessary to ji 

1. 
‘4 

obtain FDA approval. 
.4- T 

This widespread consensus that a drug regulatory scheme permitting off-label uses is 
superior to one that does not stems from the notion that market forces, rather than the 
government, can most efficiently determine the uses and the patient populations for tvhich cfrtlgj 
should be marketed. As one commentator has observed, “the clinical judgment of the 
marketplace is more effective and quicker than the FDA regulatory scheme in making the 

/ “w*<u’.*ci nm$+xww~A~4wdp comparisons required to determine what drugs work and for whom.” Goldberg. supra note IO. .I[ 
32; w Doug Bandow, The FDA Can Be Dwrous to Your Hea!& Cato: This Just in (Jatl. 10. 
1997) <http://www.cato.org/dailys/l-29-97.html> (“[Elffectiveness is best tested in the 
marketplace.“). Indeed, economic studies, along with many years of FDA and drug manufacturer 
experience, demonstrate that market forces have provided manufacturers with the incenti\.e to 
design and produce safe drugs, particularly if tort remedies are available as a disincentive. ti 
Krauss, w note 3, at 459 (citing A. Mitchell Polinsky, Wuction to 1 .aw and Economics 
(1983)). Thus, private drug companies as market actors, and physicians and patients making 
individualized health decisions - rather than the government - are better able to respond to rhe 

p 
* 
t 

medical, pharmaceutical, toxicologic, ethical, and resource considerations involved in decid’ins 
whether to market a drug to pediatric populations. 



;F t 5s; 
i +& develop a pediatric tkmulation” in certain instances). In short. the Pediatric Rule cotlir;dict< !IIC 

supplement31 application provision. 

C. Judicial Precedeqt Establishes That FDA Cannot !$perimpose 
Its Own Contlicting Scheme Of Mandatory Pediatric Regulations 
On Congress’s V&juptary Scheme. 

?, ,:” .;. !. +*<‘.,..- :; , ,,‘..< 
I 

Judicial precedent con#rps that FDA.,may not superimpose its o\vn nlalldato~~~,‘Sj’stctll o I. .” j - :.: .., ; .. . . - 3.: ., ,g...-. ,, ‘i. : ,““‘“t .’ ‘3 ,,,.. . ..’ ., _ ,;I:.- i ,. ; 
regulations on Congress’s c&ama&diy different. voluntary scheme. addressing the~rde+r&::l .W:I 5. ,.-: c.‘, I / . .: :i‘,.‘.r.i ._. ,_ ; ” ,,, +-i ~..:i..‘~,/~_ i _. ? i, -,: .<,,.:; ,_ -) a..: _ s .:. ,‘, .- ‘1:. -,‘..,.. .~.’ ,. “.j, : . . ,,. ,%a:$ “2, I ,.*.,:- ;, 
of law. As,,the Supreme CoIurt h&ong re~o~i%d~ it is 

*...I-: “L.., 
‘I.- :xr. ..-,.l. ,::” z ‘,?;‘-\: : ,,. .q :. -). “an elemental c-aapn of stat&‘?. :L ; 

,~&;*q&&~~ i ,_ 1 p ;~,;Ty&. .-- , 1 L ,. “. 7 .:. :, .\ i”;,;,‘ .., : .$$ t .-:-; ..,_ 1 (, I’ “. . . . . 2; . . . . 
_I ‘ ,_ .:;.I ;_ *.I.. : :, : ‘? *-~::‘y;.: ,:, “X. ,“,, ,. .._,_ ” 

.: : .:-’ .: -: ‘“;:&~,$ 
construction that where a st&t@&pressly provides a.particular remedy or remedies. ac~t nlu;t *,: ,; : _ : >“&,~,‘. _, : ,.. _“. \. :. . , ._ _.=_ “Q -:,;.I;: “4; J -’ .:-’ *-.,:.,&: 

be.chary of reading others into’it~,W,‘khen a statute limits a thin g to be do’& in a p&C&l$&~o~~m it 
0 :_ li ., .-.- .,: i... 

: .,.,. 

includes the negative of any other mode.” Transamenca Mort_o@e Ad v’ r 1s0 S. Inc. \‘. L&L,ij. -1-l-l ” 

U.S. 11, 20 (1979) (internal quotations omitted). Applying this well-established canon ‘in 

‘~ransamenca Advisors, the Supreme Court refused to recognize private C3LISeS 0 I 
. I ,, ti ..I,:_ - ,:;, :~,- --,. ;;.;&:&:i 

for a pri\.arc ~x.~; action for damages for violations -of a statute that “nowhere expressly provides 
“,.. . . ., 8:’ ‘q ,‘;. .( .<i _~ 

0 f action.” u at 14, 19-20. After observing that “Congress expressly provided both j&kx~I end 
Z-7 

” I 

,, .i w administrative means for enforcing compliance, ” the Court concluded that “it is highly _ 

E7 .” ;;: improbable that Congress absentmindedly forgot to mention an intended private action.:’ Icf. 
LJ 

(internal quotations omitted). j 
q .U<,,e<,ripw a*,**, *~~~“~,a~,,.~~~~~;;‘“::’ 
.r; ! L.2 The DC. Circuit reaehed~asimilar’conclusion in considering the propriety of the Sariowl 

Mediation Board’s assertion of authority to investigate representation disputes among a canicr’s 

employees. a Railway J,.&mxecutives’ Ass’n v. National Mediation Bd, 29 F.3d $55. oCS- .’ ‘: 

59 Cckhan~banc), amended 3$ F.3d 1224 (D.C. Cir. 1994). In light of a statute that provided for 

such investigations to be initiated“‘upon request of either party to the dispute,” the court held rl~t 

A-15 



kr 
the Board had exceeded its jurisdiction by initiating dispute investigations sua sponte ~II c’tl tl1;11 

“Congress effectively has provided a ‘tvho. what, when. and how’ laundry list yo\.eminy [he 

[agency’s J authority.” d at 665,667. The court further obseped that “[t]he duty to act LIIIJLY 
,. 

-certain carefully defined circumstances simply does not subsume the discretion to act under 

other, wholly different, circumstances. unless the statute beats such a reading.” u at 0’: I ., 

,,2:-&pplying this judicial reasoning to the context df the. Pediatric Rule, wheie Conyrcss 11~1s >.. ‘T .I. 
. -- . . I . .,*: . A..‘_ . . 

enacted-a detailed statutory scheme granting WA ltmlted authonty to req‘uest that manu tacttlt’crs 
1 : :,,: q ...,.~;~~~~q;~~~ ..“.,. ; ! ., ;’ .a:; ‘.‘, . . . . 

‘: 
volun,~@ly conduct pediatric studies of certain drugs. FDA &iiinot hsS&Ythe authorit), to IY:C!UI 1’~ . . . > ,’ , A$+.$, 

manuf&ureys,to con$.tct those studies. Moreover, where, as here, i3o~~~&~~~~pi‘essly ya~‘e ,- 

FDA &.ith@ty to reauest pediatric studies, “it is highly improbable that Congress 
. 

absentmindedly forgot to mention” that it also intended to grant FDA authority to require those 
4 

8 

same studies. .e ..,, . a ,.-, .CI...,l.~,t~~;~~~“~?~~~~~~..~*~. .~~~~~~~~~,:. 

D. The Serious Ethical Problems That Arise from, The 8 

.Mandatory Nature Of The Pediatric Rule C&firm n. 
The Superiority Of Congress’s Incentive-B&d Solution. ,Y 

The disturbing ethical problems that arise from the Pediatric Rule’s requirement of 

mandatory testing of drugs in children - problems that are minimized by use of a voluntary 

pediatric testing scheme - further confirm the superiority of Congress’s incentive-based schenls ,...,~r-.,-r;,s”~..~~~,~.~ “y‘+H&+i:*;,*, ../_,, 

over the mandatory Pediatric Rule. First, the Pediatric Rule pressures manufacturers to concltict 

pediatric testing before a drug has been established as safe for adults. Second, by presuming that 

all drugs should be tested in children, the Pediatric Rule exacerbates the special risks involi,ed in 

pediatric testing. 

* ,.‘;. : _, .^ 
.” 

..i 



1. The Pediatric Rule Increases the Risk of Pediatric 
Testing Before a Drug Is Shown To Be Safe for Adults. 

The domestic and international medical communities,‘:as well as FDA. agree that p&iatrlc 

li 

: . . 

d 

c .c 

tr-’ 

:u I-etter from 3 .“” ., Ame~~ic%&py.o_f P 
Docket No. 97N-0165, Regulations Requi 

l&#ets Management Branch IX 
To Assess the Safety and 

Effectiveness of New, Drugs and Biological Products in Pediatric Pati-ems, at .I. 5 (Nov. I 3. 1 ‘JO- 1 
[hereinafter “AAP Comments”]; s Committee on Drugs for the American Academy of 
Pediatrics, Guidelines for the Fthtcal Conduct of S tudies To Evaluate DI-WS in Pediatric; 
Pooulatiorts, 95 Pediatrics 286, 287 (1995) (stating that%udies in children should’be preccdcd 
by initial clinical trials in adults to provide preliminary pharmacokinetic, safety, and efficacy 
data”) [hereinafter “&.&al G-*1; se alsQ FDA, Public Meetin$; on FDA’s Proposed . I 

Pedm Use I-on for Dm Btologlcs (Oct. 27, 1997) ..,,.._ 
<http:/lw\Mv.fda.gov/cder/meetinp;iira;lscril;t/‘l 0;27p;;d~t;ir;E~‘~~~~~~-~f Dr. McCarthy. senior 
research fellow at the Kennedy Center for Bioethics. Georgetown University) (“I would make ss; I 
sure that the studies are at least through Phase II in adults before you move to children, and I 
would like to see it’in two or three phases - older children. then younger children, and finally 
infants.“) [hereinafter “Public Meeting”]; & (remarks of Dr. Spielberg) (“[P]ediatric studies in 
general should not be initiated with a new chemical entity prior to the establishment of the dult 
dose, serum concentration profile, and a clear ‘go’ decision for the drug development process.“). 

!I’ International Conference on Hqqonisqtion. S$&&.xe on Nonclinical Safety Studies t;3r . . the Conduct ofw Clual Ta&s fir pv, @ Fed.:&g.,.62,!32% 62.% ( 1 ‘I)‘)‘). 
: -. I 

1 ! 1$ at 62,922 (stating that FDA “is committed to_,s~$&g . . . ha”oniT”~“~..tech?‘cal 
procedures”). S’&ilarly, the European Committee for Proprietary Medicmai Products (“CPJlP”) 

(Conrinu4 ) 
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the product is safe for adults. 

By contrast, the Pediatric Rule’s mandatory approach exerts enormous pressure on 
. ..v e, : 

approved and marketed until safety and efficacy testing is complete. & 2 I C.F.R. 4 3 1 J.5 5( ;L ). 
‘hi *, :;i ,r..:.%,$ 

: ._. ._ 
( . . . Continued) . . . ,,.s I 

determined that, “In general, safety studies should be conducted first in animals as a @art of the 
routine pre-clinical development, then in adults, and subsequently in younger patients.” 
European Agency for the Evaluation of Medicinal Products, Committee for Proprietary .,1.;:: . . 
Medicinal Products, Note for we on CM In 

. . vesti&on of Medlclnal Products n 

xt~*>IL,761l,,* iJ~!J”ip***$ir-: Q&.@, at 2 (Mar. 17, 1997): The,age categories for pediatric testing also conflict wit; those 
set forth in the CPMP. &X & at 4-5. Such inconsistencies in timing requirements ‘;$i ase 
categories could force sponsors engaged in the international pharmaceutical market to conduct 
duplicative studies, thereby exposing more children than necessary to the risk of drug testing. 
resulting in what one drug manufacturer has called a “tremendously wasteful” allocation of 
resources. Letter from Glaxo Wellcpme Research and Development to FDA Dockets 
Management Branch re Docket No. 97N-0165, Regulations Requiring Manufacturers To .-Isjcjs 
the Safety and Effectiveness of New Drugs and Biological Products in Pediatric Patients. at 15 
(Nov. 12, 1997) [hereinafter “Gltio Wellcome Comments”]. . -;-,>s.;c _, 

3 3 . . 
FDA, General COU&Z&QU for the (UIS 

-“- : &&&&Evaluation of Druo 
: .’ . 

Children, at 5 (1977) [hereinafter “$&neral CQnslderatlons m Infants “I. .>a 

A-IS 



JIanufacturers naturally nil! try to place \xluable new treatments Into the’ hands ot‘xfuits \L 11~) 

need them as expeditiously as possible. The Pediatric Rule. holveter. hinders n~anuhcturc‘rs’ 

efforts to do so by requiring that, before adults may have access to the new drug. it must tir-st IV 

.,. 
approved as safe and effective for tise .in childien. Thus. FDA has limited rnanufacturcrs to thrc‘; 

undesirable choices: 
_,, 

-,; ‘.‘.,‘.,:: 

ter to n~Cnin&! the deI;1~. ii1 

... i 
i ~~;: :,~~~~-. Mts, thus tnggering the ethical c~n&rn~ di&ussCd ” ,_ . *<+.-, ., 

abode by pretnattirely iestrng a product ‘on children; 
,.;,;I ., ).:,;*~&*#A . :y,..:>‘, .,; I< r:. ..-- .<,!,CL’<,~. : .~ - ,,; ;‘; : : * , : , ,J? (..T ,.(~:p 

:nsure‘that it is safe and effective bet&-e 
,.,. .y:.~‘, 

_ 
, . , 

test the drug on~5dults first to t 
testing.it on &id& ‘thereb;y’&&fig undesired, and ‘$G’t&tially Iif-<“:. :.i ‘,& 
threatening, delay; & makini’ttie tiehtment acce&bie. to ad&s; or 

:,. . . . . . . . 
(3) redirect research and development efforts away from diseises occurring in 

both adults and children and toward diseases occ.urring exclusively in 
adults to avoid this, conundrum altogether, ultimately harming children by 
limiting the quantity and quality of available pediatric treatments, both off- . 
label & on-label.’ ‘, ..“~*-~~~~~~~~~~~~~~.~.,~~,~~~~~~ *,*., c . ..I , .,: ” y:.;~:,: 

In light of these alternatives, FDA’s claim that “(nlothing in the rule requires concurrenj‘rtbstiz; 

<..“,&- <,w, . . 

in adults and pediatric patients, nor testing in infants and neonates before testing in older 

children,” 63 Fed. Reg. at 66,642, rings hollow. 

Nor does FDA’s reliance upon the Pediatric Rule’s deferral provisions solve this 

dilemma. & && (“[IIndustry comments appear to have misunderstood the explicit deferral 
i *q r,..~i*~,.il-r,r,:.~,~,““~~~~~:~~.~’.,’ ? /, 

i $ - : a provisions of the rule and perceived them ‘as rare exceptions to a usual tequiiement that i&Its 

and children be studied at the same time.“); & at 66,640 (arguing that “the rule wilI not requlrc 

studies in settings where ethical or medical concerns militate against studies” and that the RUIC’S 

deferral provisions are “specifically designed to ensure that no pediatric study begins until there 

are sufficient safety and effective,gess data to c+ude that the study is ethically and medically #:z 

.-? appropriate”). Those provisions are merely exceptions to the general rule that all pediatric 

‘LWJ 

” 
) 

4 

,.. 
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testing must be completed before a drug can be approved and marketed. & 7 1 C.F.R. 
f 
$ 

$ 3 1 -l.jj(a). 

Lloreover. FDA has indicated that deferral should rarely be granted. FDA. tbr L’s;L~~[c‘. 

refused one pharmaceutical company’s request to recognize circumstances in Lvhich FD.4 KOUI~ 

automatically grant deferral. Instead, FDA adopted rules that give FDA complete discrctlon IO 

determine whether deferral is appropriate. Sstr; iB, 8 3 14.5 j(b) ( 1999); 63 Fed Reg. at (,(,.(,J? 
.-i~ ,. :;&. 1. 1 .( .(’ :.y ‘_.’ . 

(“The need for deferral must be considered case-by%as&“)‘. FDA &is further \vam+ that 
:,- h,~~ ,_,., . 1 ,_ ! ” .z ., ,” I- 

def&Y$&~ot “necessarily warranted where analytic tools and cJir@+i methodologies c;tllllot [)i’ 
. . / 

,: :_ -_ T”,,!;‘. ._, 1, ).Y “‘” ‘1” ..,. .~“j ,+--A%r”- 
easily adapted to pediatric patients,” nor are “[d]ifficuIt@s in deye!oping an adequate pediatric 

1 

formulation” likely grounds for obtaining a deferral. & at‘66,644. - 
t” 
: 

Even in the rare instances where deferral may be granted, the Pediatric Rule places a high 

premium on testing new drugs on children as early as possible. Applications for deferral must 
.) I *&?w.- 

., not only “provide a certification from the applicant of the grounds‘ for delaying pediatric studies” c 
?: 

and “a description of the planned or ongoing studies,” but they must also include “evidence that 

the studies are being or will be conducted with due diligence and at the earliest Possible time.” 

21 C.F.R. S 3 14.55(b)? 

In sum, FDA has done little to address legitimate cotxems that the Pediatric Rule p 
* _xI..I , ,-_ . . . . aP,;’ ,“.Vl.l.*- ‘“Y*t,-.‘:.” 3*-* I” 

essentially mandates concurrent testing. Rather, it has summarily dismissed these concerns. 
;8: 

leaving ethical issues unanswered and raising additional concerns about how it will apply this 

34 In light of this substantial premium placed on early drug testing on children, FDA’s otlwr 
proffered justification of the safety of the Rule - &, that “no pediatric study may go fortvard 
without‘ the approval of an [In.stitutionai Review Board], which is responsible for ensuring rhat 
the study is ethical and adequately protects the safety of the subjects’* - provides little comfort. 
63 Fed. Reg. at 66,640. 
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.@ 
)z 

,+.# @t?& n&v mandate. This response is insufficient as a matter of Ial\,. h, u, lioror \‘cilic/c \i + 

Ass’11 v. State Farm Mut. Auto. Ins. CO.. 463 L.S. 29. 43 ( 1983) (hoidiny that “agency lllllsl 

examine the relevant data and articulate a satisfactory explanation for its action”). 

it is particularly troublesome for FDA to subiect children tn the ,-id- nfr~,~~,,-A..t . .‘.,.._ _ 

. 
ivhere the vast majority of that testmg will uitimateiv move unnwpkc~rv n,,1,, ,I t;n,* t;.,...,; . . . . ..“ 

aii new drugs actually obtain FDA amrovai tn he mRrL*eteA ?,,J t~-,,~ ot-a a.....c II_ -1 I-.. .I_: I I 

(written testimony of Kenneth Kaitin) [hereinafter “KailjqT,esti,~o?y”].-‘b As one co.mmenter 
.:.,, :.“.: . ..’ ‘,, .) 

observed, “up to 50% of drugs are abandoned before phase 3.” & 63 Fed. Reg. at 66.643. :‘ 
._ 

;s 
j 4 

Even for the drugs that successfully reach Phase HI 
” ,,*I,, ,, i,,_ _ ..,., -i,?,~~R;,~~~.a~~~~ 

65% of all [new moiecular entities] that enter phase III trials are eventually approved.” Pediatric 
,‘; ,.’ ,,“,” .* ” ,” . ,“_ 

Patients:’ Repu&.ions Reqmcturers To Assess the Sitfetv and Effectiveness of ye\\ 

Drums and Bioiokcai Products: Pronosed Rule 7 62 Fed. Reg. J3,9@), 43.91 I ( 1997); accord 
” .- 

,“,*L+.*l ***..I? ,%.a>-^~‘$.*>~ , : & ‘g&i,’ *. 
1 .q.” 

’ 

‘55 

.&j & K.rauss, w note 3, at 462 (“Only one out of 5.000 new drugs now complete 
drug approval] process successfully.“). 

[the 

“7 
. 

.; 
ab;i 

16 Accord David A. Kessler, -Regulation of In estl,atlonal Dru v ‘0 . q, 320 New Eng. J. 
.Med. 28 I.282 (1989) (“[Tlhe vast majority of preliminary drug studies do not lead to marketln~ 

.-w applications.“). 

j  - FDA’s position in the Pediatric Rule is that pediatric testing for products meant tn i. 
serious diseases that are less than life-threatening should begin wheri’data ic avn 

initial well-controlled studies in adults” - &,, at the end 
--J”‘ -. ---__ ---- .- -. - iiabie “from rhc’ 
of Phase II. 63 Fed. Reg. at 66.633. 



K&tin Testimony. supra p. A-21 (stating that only 6-l’% of the drugs that besin Phase III tc’~t111; 

el.entually receive market approval). 

These “drug dropout’* rates establish’that the pediatric Rule will subject children to risk>. 

,‘,._ 
testing of products that will never even be marketed in the U.S.” lndeed. by FDA’s ott 11 

. 

f . .-; i  ̂

III. the number of children needlessly put at risk-would be even higher than FDA’s ;O?/, estimate. 

To expose childrenVtq.,b2ge risks unneceA@fiJy .eyen, before minimal safety and et‘tic;lc>, .4-/ ~..*~.<*~&%Mqpw>*~ , *,*. ‘%&&,p,r*..*.+“i- ,I L. ‘; ;<.i : ::,::’ .; \ 
of drugs for adults has been established, violates the whole purpose of the Pediatric Rule. \\ high F 

_ :-.. 
is purportedly to make treatments safer for children. In addititiri, 

..“., ,,,d)V 
this potential Gposure * 

. 

highlights the superiority of Congress’s voluntary approach to pediatric testing. That approach 6 

e! 
% 
a 

s%s; Public Meeting, m note 30 (statement of Dr. Walson, Division Head, Clinical 
Pharmacology/Toxicology, at Children’s Hospital in Columbus, Ohio) (referring to “negati\.e 
guinea pig image of [pediatric] research’*). 

3’) FDA‘s assumption that only 30% of pediatric testing will be unnecessary is inconsistent 
with its position that “[plediatric studies of drugs and biologics for life-threatening diseases mat _, 
in some cases be appropriately begun warlv as the I- data m adults becomes 
availu’ 63 Fed. Reg. at 66,643. 
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allous for maximum tlexibility in ensuring that such testing is both necessary and sat? hcr;~~ II> 

initiation.‘” 

The Pediatric Rule Exacerbates the Special disks ’ “’ ,: . . . . ‘_,,I.. ,, 
~ 

and Dil 

, )‘,.~~:~p~. ; ,:. : ,II., 
The Pediatric Rule’s requirement that new drugs be tiniversailv tested c$ chiirfrcil II~II~.~;\; 

w FDA affirmatively waives the requirement also unnecessarily aggravates the spFE;gr @~t,lclllj 

involved in conducting pqdia.tric testing. 

- - d’ L, 
.; ;I.: 

: .: -_, ,. ‘& zt ,‘,.* $g@y: ’ . 
. I.. ,. .,_ 

considerations, such as obtaining blood atid urine’samples. [and] difficulty in obtainme out&~ (1 ?’ ::Y.<y 1 : .j :. : :&:,‘~~~.:-~.::I.~ ,i, >,A .,; f ‘. /. .% ’ ,.a . . -* ..< 
h&$ 

.; data as children may not be abl8% dEZtW& These’pr&t&l 
“. .., z* L ,$f.@,:y~%,. 

y-q; .! -, :*:n ‘ .x. i .,*.. -1 ,. :“” :,,,I;. . i..’ :,:: .’ ,.; &f,’ i, “<. * ._ 2, : & * . 
-5 1 .,. :: 
& considerations can make it difficujt to develop appropriate inethodologies to a&ss’a drus_‘s 

.-. _; , ,I..:; * .,.: >‘., .I ,. ; &; .:&$&;,. _ j ‘, -.. .I. . . . . . . . . . * 
*T-J 
.i >..i 

safety and effectiveness in children as well as to implement adequate behavioral safeguards t’or 
; .j ‘r;,“..i’. ~:- : ><... , . 

&j j’ * ‘_ 

studies. Other problems include obtaining informed consent,” the limited number of 

10 

I ‘.. :*.:,.,+,: 
,. .,:i 

2 ,.a-.,, 

This potential for harm undercuts FDA’s former position that “[a] prime requt?erntxt j01 
9 -~p~~~~~~~~~~*“r;cl’inical investigation] is that tine subjects (iigtients j areexposed to the least possibie’ ~~~ 

i&j consistent with anticipateci benefit.” FDA,. G 1 C ’ f .h C,’ “*’ ‘: “F”-’ al Et aluatlon 0 t 
h-ups ( 1977), at ii; & id at 1. i:. 

“3 
4 41 P&c Meeting, w note 30 (remarks of Dr. Clemente). 

& Ethical &id-,, m note 30, at 292 (observing that “obtaining truly infomxd 
consent may be difficult [in children with chronically progressive or potentially fatal diseases] 
because of the child’s debilitated’condition or the m&al and emotional state of the $&ts*‘). 



investigators \vho have expertise to conduct trials in young children. and determining ;1pprc>prl,Itc % 

timiny of clinical trials in light of the child’s maturation.” .-\dditionally. special risk tlctors r 
4 

apply to children. including “discomfort. inconvenience. pain. fright, scparatlon t’rom par~11ts 01’ c 
: .\ ? 

familiar surroundings [and] effects on growth or development of organs.“” 
t* 

1 pediatric patients is the difticultv in 

studies of drug products in Dediatric 

participating in the study or to children in general should not be conducted, irrespective of the 
,:. -* .c,.‘..: ,. 

m&Gal nature of the attendant risks.“” 

The scheme that Congress established in FDA,MA minimizes such problems. Bec~s~ 
. ..- .~,~P~,~~~~~~2 /: y:*’ ::;+q :. .;: ., ._;,, 

pediatric testing is encouraged but not required, manufacturers can de&mine lvhen. and i\ il~tll~r. 
.^ ,.:p,.,<, .,’ ->;,a ‘2 .&Z * ., ; _ _. “‘... 

to conduct such testing. Manufacturers are therefore likely to defer testing until they are sure’ tht 
.I ‘. 

the product will gain approval for use in adults and there is demonstrated pediatric interest. thus 

producing a potential “sick child” population for testing. This winnowing process will elirnlnJrc 

. . , . 

~~~.~lr*~,m~~~~l~~,‘~~~ 1 I ,>,“. Letter from Novartis Pharms. Corp. to FDA Dockets Management Branch re Docket So 
97N-0165, Pediatric Patients: RegulationiRequiring .Manufacturers To Assess the Safety and ~I. 
Effectiveness of New Drugs and &ological Products: Proposed Rule, it 3-4 (NdL. 13, 1997). 

15 . . 
Phi-1 Guldellnes , a note 30, at 288. k 

46 . . 
2ks General Co~~~~ons In Infantsd Childrm , .m note 33. at 5 (“Based on 

9 

ethical considerations, sick children rather than well ones will be the principal source of the 
experimental population . . . .“). 

4i . . 
al Gutdeb ,suDranote30,at288. ’ 
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contrast. exacerbates these problems by virtue of its universal mandatory approach to pcdiatrlc 

testing. 

E. Section 355a(i) Of FDAMA Does Not .+llow FD+.To 
Bootstrap Its Authority To Promulgate The Pediatric Rule, 

’ T :;: ., G“ ‘/ : : .‘:, ., “’ -., ., ,.?.“,I “. 
FDA’s c.laims. 21 U.S.C. S 355a(ij does not &.iD~ort its Dosit& 

s statutorilv Derrnissible and consistent’kith FDAMA. Tl 

tiikd Dursuant to regulations promulgated by the Secretary 

o.*^; i”, i 
i. v,,e iY,...,+“ : ,,: ‘,.. :&Y * ““.y;&+, ‘:‘; Jzj: .,&$+c;“~ ‘;:.- ‘. :- .,a, ,~^. . :: 

an independent grant of statutory authority for FDA to require pediatric studies. $&‘H.R. Rep. 
/._ ,i#., . . ,. ~..~~Q~.f~~~$~ ) ;.. ., 

No: LOS-3 16, ii 54 (acknowledging that regulations reqking pedi&ic studies must be 

“promulgated under other authoriti&Yif’W~ 
__ ,‘: . ‘. . . ., i ,. 

‘d 37 31 (fi:d.C. 1999) (acknowledging that, apart from congre&otially enacted 1egislatil.c - I %.a 
..* 

incentives for pediatric testing, such testing “is not otherwise required of drug manufacturers”). 
..z 

Rather. it recognizes that there may be situations where FDA properly may requirepediatnc 

testing under preexisting statutory authorities, such as where a manufacturer declines to J~SC~JIIX 

preexisting authorities. Section 355a(i), which deals with the consequences of properly required 

testing, cannot expand these authorities. sr;f: 21 U.S.C. 3 355a(i) (Supp. III 1997). 



In sum. the Pediatric Rule is inconsistent with FDAhlA’s voluntary pecfia&d ~sc~IIsIl ,I) t 

L 
and supplemental application provisions. It is, accordingly, an impermissible exercise ot FD,A’~ : 

.* 

regulatory authority. 

THE RULE’C-ONFiiiZTS WITH CONGRESS’S GOAt OF := 
.A: 

I- 
& 

II. ‘.a y:., 
sTREAnlLrN~~C;~.AC~ELERATINC’THE DRcG ). t.r* ._ i ‘.i’Z‘ ;-.‘. 

4 

delay between a manufactur& submission of a new drug‘application (“NDA’;) and-FD.\‘i ‘““-Y’ 
ii; 

,. c$m@&!s:~ .-<,,z.-. ., -. >,z., ~i”‘~~~.,~“V$ ,-:,,. -,‘ _. .%.3,,,.1’ . j’ ,: _ ,z‘.;.:;, .I,; ;‘.:;-b il 1:‘ ::., “+ ..:: ,.&~&~.i” d 1. / ..:,., .: “_. ‘,‘,:y.. i,l .ww,*~&.q~~ . . : ;~c n ‘““‘;‘-, I .; 
approval of the applicatibn, as’well as the substantial expense associated with that process. Sirlcc L: 

/’ ?a,, ^‘ :::*, 1 ..,, ‘+,i.“- ,j. .” ;2 ,,,., xi* _^r / Ii i j_ ., ,/ 1) I ‘Y., .‘,< *--;i*q,: ‘<&*-, -:: : ,._,, :. :; ,, 1 . .._.‘_ ,,> ,e<-, “~ . . . .~~,*‘$$!@~<- -j -, 2:‘” -:$,‘; .I:‘, ,n ,,,, 
1962, regulation by FDA hasmore than doubled the development costs for drugs ‘and has 

_ ‘,‘ ; ” 

:.. .,“4 : * ;;;:, % $. .;+ _ rc-. :c . ,,v a:,pe 
significantly delayed the introduction of new drugs to the United States market.” A study that 

” s, .:* r. 
was reported in 1992 estimated that “the cost of bringing a new drug to market” had increased 

,! “. 

230% over a fifteen-year time period.” From 1963 to 1975, the average cost of developins ;I . ,- ,~, ,,*._, >.i -~;,,,.~,~-~,~~~~,,:~~~~~.~~~~‘~~~.~~~~~~~~~~~~,~~~~~~~~~ , _,_ __ I _ / *,i II_. q .“.“>,“; : .d _, ““‘i .._. B;< ._ . . - ‘ 
new drug was 5125 million. From 1981 to 1990, the cost averaged S394 million.” .\\.cr;ts< CII-WI : I. ,.> ; 
review time has almost doubled from two years in 1962 to tnore than three years in ‘I’OSO. .~nd 111~’ 

-.,y 

time re:.::tired to gather data has more than doubled from three years to between six and SZ\.CII 

years.” 
;,. .’ 

..““~~~~.~~~~~~~~~~.“JB” ._. I a.s& Kawnan, .y ,- ,s, 

Y 0 ercwon. FDA s Drug Xpnro al Process, J. Reg. & Sot. 
. ,,.,,. v‘ ..‘_ :. $ 

Costs, Sept. 1990, at 35-36. B 

i” 
49 & Michael R. Ward, DrUpo val OverreM 1992 Regulation: Cato Ret,. o t 
Bus. & Gov’t, No. 4, at 49; see alsq The Cato Institute, I 
Coneress), at 342 (1998) (stating that cost of drug development has increased by over _tOOO II I II 
less than two decades). 

50 ti Goldberg, w note 19, at 45. d 

51 &g Ward, sraprir note 49, at 49. 
p 

* 
b 
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CVhile cost and delay have dramatically increased. the number of unsafe drugs has not 

declined correspondingly. ” Moreover, the number of new drugs introduced in the U.S. has 

declined by tifty percent relative to other industrialized countries. Although the United States 

,--, 
leads the world in reseq@ing, developing, and patenting valuable new drug tregt+GGts from 

a _ .<L -_ 

1979 to 1989, the United.States 
bAil . ..., ,g. 

.’ Patent $$iZ~~~ade,m~rk Office gianted bettve& 2,,?$j!j anti q.zr )I I 
: .?‘.‘ , ,. . . L .‘<,” .,_. ..yi*:. i: -d...> 3 G. ,‘“C’,.,‘::-Er,~~~~, - : .>‘,’ 1. ._ ‘.: .;,. .i ,\_ :\i ,. 

.drug patents annually - increq$ngly onerous I!(?,6 regulation has signiiicantly h$$et-ea &is ,&F,’ ;:i: ‘* ;y,a : :, .- \,. .,“:* >:*q&” 2% ,.,-. .L,i,.’ .3&$~>,, i ; __ . ., 
;‘“fl ..:: ,..,‘, :; .. +‘,x; ,; && ,,,:, ‘&,,$@‘: ,,,,, “C” ‘. A.:: “z,, - 

marketing of these pr?ductst:;.).For example, for ,each yekGfrqm 
. . . _ ““‘” ,~: .I , 

_j, ,j ‘.. ,,,_ ,,-.,.) ,,y-.. ,*\ ,( :y .,..;,; G& . . il. .i ‘:e 196J p. 1,989 “$%‘tiaccut~cai 
j: ,&““. “’ -: . ‘. :j’ . . :- :* ,,,, J _ ,,,. 2.i /. ; ‘C Q,,*.$:&: __q ,,, I id.-’ -’ 1 k&.‘ ~~” . .;,;y‘~,x+ 

firms filed between $$?$.~~~2$60 inve&g&ional new,dnlgs with th&, FDA. . .z:, _’ ““I ‘$I? .,- ” <*~_:~$&Jg so to .:_,_ ,,.,, .<,,~,~.,~ ..,, -iI.- ““>> 8!.W,Lii s,,*.,- , _., ̂ ‘X,i> i_ 1 ;( “.;;.:,yr 
#.,. I ,,-,& . ‘~, *..~&Aq.;l~I b _.._. j 

new drug applications firsns.file annually, the FDA approves only 20 to 
: ‘I.l.& -! 

. I ?: r I ‘i “-*..c< ,,, ,. 60.:&$ Il[til jany ot ,,,*‘. ,.:,-^;- . . 

those represent reformulations of existing products.“” Similarly, “[o]nly 279r, 0J &cently- 

approved new drugs in the U.S. were first marketed in this country; 54% were available one or 

&- more years in a foreign market prior to U.S. . . . . . .*I_ w:,*,>,, $ I”‘) .I ,,. -,p,r approval *q*&*zw*A*. .*w** For biopharmaceutical products :- .” -. :*;s, _” 

approved in the U.S., Europe, and Japan, 58% originated in the U.S., 479/o began.cfitiicaI t&t~ll; _,. -.s < : , I li .“,, 

in this country, but only 18% were first marketed here.” Kaitin Testimony, ti p:‘X-2 1. “III 
;/1, 

contrast, 57% were first marketed in Europe and .5 2 9/o were first marketed in Japan.” u 

/_, 
52 a a; See & G&berg, m note 19, at 43 (“[Tjhe FDA’s regul&&i o*~i’;e\v’dru~ 
approvals yields little in the way of additional safety. In fact. over the past 20 yeais the nutllbcr 
of drugs that the FDA or manufacturers pulled from the market because of safety tiohcems 11115 
been insignificant both here and abroad. Worldwide only a handful of drugs have been 
discontinued for safety reasons, and little difference exists in the rate that unsafe drugs have been 

“. pulled from the market in the United States and the United Kingdom.“). 

& Ward, slaprsa note 49, at 48. 
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L’nsurprisingly. FDA’s onerous regulations have caused Britain to overtake the U.S. ~1s tllc \\ ,jr-i<l 
1 

leader in introducing new drugs to the market.” :. <” 

Doctors are also highly dissatisfied with FDA’s lengthy drug approval process. RCCCII~ 

polls commissioned by CEI revealed that “67% ofthe neurologists and neurosui-geons sur\qcd 

believe that the FDA takes too much time to approve tie%* drti$ ana iiledictil dq\,ices. .NKI ~SY, 

agree that such delays cost lives.“” Sixty-five perceh~‘bfcardidl~~~~ts &G~77?/, Oi‘OiiOlOtJiStj 

c 
, .I., c i 

aeree that FDA’is too-slgw in approving new drugs and medical debi& and 57% of .’ ’ 

--*X-L-L+- and 47% tifoncologists also agree ttiit FFAi‘s delay in @$rtiving drugs costs ;; ., ‘_ 

lives.” 
,, ,,, ‘~,” “‘““ii 

Eighty percent of neurologists and neurosurgeons 
-* .a n ,s.L_ ,,“>. ..II., ,^ _ 

claim that the appr&al crodess.‘on ;~t 

least one occasion, prevented them from treating their patients with the best possible care,” LL /Tile P 
:.i 

7 1% of cardiologists and 63% of oncologists agree that “FDA’s approval process has hurt [ rheir] 

&i!ity to treat [their] patients with t&&qt,pas.&& G~~~~~&Q.+Qw gr more occasions.” _. ,.* ..a 

t .’ _.* 

55 & Kazman, + note 48, at 10 (“From 1.977 t(; 1987, _ ‘03 new drugs were introducL:J 
in the US; of these, 114 were available in Britain, Lvith an average lead-time of more than tit-e 
years per drug. On the other hand, of the 186 new drugs introduced into Britain during this 
period, only 41 were already available in the U.S. and then only by an average lead-time oft\\ o 
and a half years, As for exclusively available drugs. there were 70 in Britain but only 5J in the 
US.“). Similarly, a Competitive Enterprise Institute publication reveals that it took FDX neari>. 
two years to approve taxotere, a drug designed to treat advanced cases of breast cancer. \t hlle the “/- >>*“r+.nrb.ihr:ifrr*i)* “8s.. *#a+&%@x++,* 
Canadians had approved the drug’in a year and the Europeans in 16 months. $X Julie C. 
Defalco, Competitive Enterprise Institute, Treawt Delayed. Treatment Denied: Ther aoeutlc . 

9 Lae , at 2-3 (Feb. 1997). 

56 Competitive Enterprise Institute, i\ National Survey of Neurolo0’ ,Ists and Neurosurgeons 
*. . 

g , at 1 (Oct. 1998): 

5 7 u at 12 (citing surveys of oncologists and cardiologists commissioned by CEI in Jul> 
1996 and August 1995, respectively). 

Id at 2, 14. 
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:j 
$ 

‘I 
‘i I? $p 
!i Congress recognized all of this. Xs a House Report discussIn the proposed Li~.LIS g!j 

modernization legislation notes: 

Currently, it takes nearly 15 years to develop a new drug - twice the time required 

:: ‘3 in the 1960s. New scientific knowledge can produce effective new treatments for 
,, $J uncured diseases, but a drug development process slowed by outmoded regulation 

.,., .,,&, ,, may mean that cureS cOme too iate for man$ patients. ‘“~‘~~~‘--a’*;a ~ “‘jr ,-: -Lx “?L 1 
7; 
$8 ‘. ,. kt;;ir J:‘;:“. ,.~.p:~..::. _. .::.- ., _ _ (_... _ _ _,. _,. :yA ,.:::;: ,$ .:;$ .* .;. !.:*;,:: I‘-.. i., ..,I : , _...,_ _/ . . . i’ ‘fj.-,“. _’ 

:I ri ._ :. 
‘.. ..i j ~@&?,. ..,;:,;- Unfortunately, many patierits do no’~~~~~~She’ iiine td’.w~it the nearly , 5. 

-$‘&q ?.‘; .:_.” .,.’ : 

-,, r ‘“*&x>$ + .,a, c .A.!,“““%~” ..,A 
._ ..+<is*ii.. ,’ 

‘C“ 
yea&itW&v takes to bring a new drug or b&l&$?fror$ t&$IBb,&iatory to the -,i. _, ;.,,,.a,; -, ..‘,).‘. “_ *.p. .., : ‘. .? 

l@j 
$ ‘. 

,,_ .y,, ‘<“. ,1 
-. -?? 

for this growing &G%&t&tii?i~~~ the i;ld&&$’ 
a_ $..,.>> &‘~, .,. 

m 
aie’ y&+f(gg Biif;‘.&$;&+ ‘li.% : 2 7 ‘.‘Yy .,,...; f l 

&i . .Ip-: (. .A*-.:,^ 9, .e,w C.- 
to wents lies tithe rules areeulatlons 

1 i .$fgggF&le_pati O ti g .? __ ..,&.&~.;,‘w. :. 
Imr)ose &.: d by z& .,I... ‘,.3 ‘,a.~ ..__.; .~,,. _,. ., .r;l~“,:l ,ki ., _, he FDA - reqweilts t-d to developlfienf”and appro p t al rme &.’ c: ., itho t .‘,. * .,r ;r.y& ‘_;, :“j 

m 
& .~+‘“‘,“‘k*-:~<‘~, 

ffectiveness of new dr(lgQ& bloloa. ‘0.’ .. ‘.“Q i:,y; ,“S, .: ^^ 
$.:“:$ 
&‘J ‘. -thesafeyande , .” 1. ,..- .*i ‘,’ t ‘“XT ,“‘.i ‘ ,. ‘.C ..:i ‘,;<-I ,. I ‘,. .,~,::%“p;:,~. )_, : 

H.R. Rep. No. 105-3 10, at 34-35. The Senate noted similar problems concerning the protracted, 
*cm .I 
&&. ‘. - complex, and expensive nature of obtaining FD&~~$~A&.markei g tiew drug: L p *:., 25’ j c . _‘ ., ,,‘;‘p-.;>., /“‘f ‘;” r:-*+.; -, : ” c i .,; ., :f.* ..L, ,- 
:““! Over the years, and particularly with the enactment ofrequirements that 
3 the FDA determine that drugs and devices are&@i~e as~~~~l:‘~~“,s~f~,-the ‘l%A’s 

r? 
requirements for clinical testing and its premarket reviews of new products have 

..j grown increasingly complex, time-consuming, and costly. “f?o&’ the 1960’s to’ the 
1.1 q,&, 1990’s, for example, the time required to complete clinical trials for new drugs 

has grown from 2.5 to nearly 6 years. Appli&a&%s for the $proval of new drugs 
1 

L-7 .? 
d typically run to hundreds of thousands of pages in length. According to a recent11 

published study, from the beginning of the proce& to the etidz i’t takes an average 
/ Fr;‘., ” >‘^ I .e. i “,‘,” I: .“~.‘,*<w i ‘i:9 ‘5 .“. (“. i of 15 years and costs in the range of $500 million dollars to bring a new drug to ., ‘i ,. 

,g market. 
_I 

%A 

VT-‘-, S. Rep. No. 105-43, at 6. 
; 

2 
To address this problem, Congress included a number of provisions in FDAMA intcnciccl 

717 
,j . . I & to streamline and accelerate the drug approval process. For example, Congress enacted ;1 fast- 

-r; .$ track approval process to ‘“expedit[e] the approval of drugs and biological products that 
s-2 : ‘. : .,- ;;;; . s.<:., .<;e;: ,,_. ,. , -. : c “, - 

demonstrate the potential to address unmet medical needs for serious and life-threatening 
-7 

‘, 
,& 
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c $ 

conditions.” H.R. Rep. NO. 105-310. at 54; 21 USC. 6 356 (1994 6: SUPP. III ~~7~. l_Ikc’ll l.qc. 
$’ & 

Congress adopted provisions designed to “(s]treamhn[e] clinical research on drugs.” H.R. RQ~'. 

No. 105-310. at 69; 21 U.S.&“. $ 355(i) (1994 & Supp. III 1997). Further. Congress allo~ccf FD.-\ 

~ 
to approve an NDA based on only “one adequate and well-controlled clinical investigation XXI 

confirmatory evidence,” rather than the two investigations that FDA often had required. Icl. 

# 355(d); s HR. Rep. No: 105-3 10, at 67. Primary purposes underlying this latter pro\ islc)tl ,- ; 
,;& i> 7 i- _, .“‘i”?,^ ,?, :- .. :> :1:: _ i __ : . . -. ‘. “- :. >~,‘;;& _I/ 

were to: I C”.. 
,*r-$pv&ym:‘ ,a ;.Y ,. .’ _ 

reduce the numberof patients required to undergo clinical trials and the 
possibility of receiving a placebo; reduce the cost of drug development,.an8’~~hh‘us. 
the ultimate cost of anew drug to -the’public; reduce the total time ne,e$dJd_~_~ 
obtain FDA approval of a new drug; increase the number of new drugs that can be I. 
investigated; and thus speed the development and availability of important:neG~ 
drugs to help improve the public health. 

l& at 68. 

.^ “~ ++ I”.L.‘ *.,*.‘+c-~ ..,~~~~~~~~~~,~~,~~~~ ~~~~~.~~~?~: ew: ,... ::‘.‘I.? 
Far from making the drug approval process simpler, speedier, and less &stly. ho\\ t’\‘cr. 

the Pediatric Rule instead renders the process more expensive, protracted, and inefficient. ~1s 

discussed in more detail below. 

A. The Pediatric Rule Further Delays Bringing Drugs To Market. 

The increased testing and formulation requirements of the Pediatric Rule will delay. the 

_ “‘.~~‘^~-i.ii.~,~ .+<, ._r.~:_~.i~ i ; . . , . . < .,,L 
drug approval process, d;rectly contravening FDAMA’s goal of accelerating drug appro\.als. 

*Y 
F~lr 3% 

example, one survey of drug manufacturers showed that it takes from five months to four > cars 

to develop a pediatric formulation.‘9 Moreover, requiring additional clinical studies can onI> 

59 & Letter from Pharmaceutical Research and Manufacturers of America to FDA Dockctj 
Management Branch re Docket No. 97N-0165, Pediatric Patients: Proposed Rule Requiring 
Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products. .I[ 

(COntllNlcci 1 
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hinder even further a drug approval process that is already subject to sharp conyrcsslotltiI 

criticism for its protracted nature. & slrpra pp. ,A-26 to 4-30. 

Substantial social harm results from this unwarranted delay. Even “[bjy a conservati\.c 

estimate, FDA delays in allowing U.S. marketing of drugs used safely and, effectively &LX here .., ;,. . . . . * 
s ,h_... 

around the world have cost the live:$at least 200.000 Americans over t@ past ~0 years..:” ?*A __ ,.gi.& III “.” .,&+ 
/. ..“-.. b , ,~;T” :;4:,!& “, ,,.‘.:. 

the pediatric context, FDL)‘s exten$v$.,new testing and formuIation requi<emeets‘\vill ti~i-ii;~ .-. : 

i”. 

medication. 
;:$,- .: gg& 

indeed, it w@ not only‘be adults who suffer because they ari demed act 
’ _, ..1 ‘“” “x /,. ;, ,‘,w,, ,, ,.,- . . .&, \ . &&;, ;;,, ” 

“< : .r ;+“5,-,:+ :.+rR ., ‘.L+, 
and effective treatments. Even the children that the Pediatric Rule ~umotis to t&In ~vill in<tl 

be harmed because they will no longer be able to obtain beneficial drugs on an tiff-label basis. 
: .  ; r , . . ”  

s after its approval. then Hopi ,L.” ,. ..;-1.,;* 

many lives were lost while it was being reviewed?““’ ,, _ ‘“.., 
. . / -, ^ ‘_ _ i p;“: ::, : 

The difficulty of detecting the victims of FDA’s “drug lag” render2 
i:. 

the, Ii&m even more 
,: ,,‘a ,_: 

insidious. When FDA approves a harmful drug too quickly, the political outcry of nelvspaper 

‘-& ~_ 

., 

(... Continued) ..;,... 
, k&j..?w.** I~,-V~,IS~?4=mw%~~<.~ 

:. 8 (Nov. 13, 1997) (citing informal survey of PhIMA member companies) [hereinafter “PhRLl .A 
..f 

-is Comments’*]. 

1 
: 

.&J 

,- 
.- &A 

r-r 

00 Bandow, m note 29, at 1 (quoting Robert Goldberg of Brandeis University); m 
Gregory Conko, Slowing.,Q~wn Dw val Could Pro ve Co s& 7 USA Today, July 2 1. 19%. 
at 1OA (“While the FDA approval process is intended to keep unsafe drugs off the market. Its 
overcaution in reviewing new drug applications often keeps potentially life-saving therapies out 
of the hands of people who need them.‘*). For specific examples of lives lost due to overcaution. 
s Krauss, srapta note 3, at 467-68. 

b I Kazman, m note 48, at 47. 
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j , . 
. headlines, television coverage, and congresstonal hearings creates pressure on FD.4. ~\‘I~cII I’D-\ 

delays approval of a beneficial dru,, 0 however. the victims are “in~kible.““-’ The \.ictims oftl~-t~g 

lag and their families rarely know of the error and therefore cannot complain. The Pediatric RUIC 

has only reinforced this harmful political incentive for FDA to be overcautious in appr’o\.ing 

,~ & 
drugs.“” Thus. despite FDA’s best intentions, the Rule, as a practical matter. may Iarg,cl>. ignot-2 

the following admonition of even one of the R’uIe’s most arde$&ipporters: .’ j .: ..T,, 1 -I_ ,. ” i. 
%(. i,-( “-;a. Rwedies should avoid impeding availabihty%f a~neces?&v drttg‘to non-pediatric “&.g*$@#&k:, .+ 

populations [because t]he goal is to accomplish pediatric studies so the drug ma! 
be, labeled for infants and children, not ‘to deprive a’non$&atric population of an 
important ‘drug.” 

._,” 
.I * .;. 

IC 

“.I,. i‘,*.~~.-J$. , I ; ; .‘.1.. “..,;,-;:,. 

The Pediatric Rule Increases The Costs Of Drug Approval. 

P 
& 

t 

The Pediatric Rule also will lead to increased research and development costs. Lvhich \f ill 

be borne by manufacturers and consumers alike. 

- 
62 . sI=s; Walter E. Williams, ant for Free Markets. Amorality vs. Efficiencv, 15 
Cato .J., Nos. 2-3, at 183 (Fail/Winter 1995/96) (“In all interventionist policy there are those \t-ho 
are beneficiaries and those who are victims. In most cases, the beneficiaries are highly visible 
and the victims are invisible.“); Kazman, m note 48, at Jl (“As former FDA Commissidner 
Alexander Schmidt once stated, ‘In all of FDA’s history. I am unable to find a single instance 
where a Congressional committee investigated the failure of FDA to approve a new drug. But 
the times when hearings have been held to criticize our approval of new drugs have been so 1 

frequent that we aren’t able to count them. The,,message to FDA staff could not be clearer.” 1 *<- ..“.>“iyi‘ < L ez&sw~niw%*~~~~ .o-. !,.< 
(quoting H.‘G. Grabowski & J.M. Vernon, I&&&aReo-ulation of Pa at 5 ( 1983))): 

t 

f&man, m note 48, at 41-43 (contrasting reaction to erroneous approval with reaction to i 

erroneous delay). i 

63 & Ward, v note 49, at 47 (“Drug approval stringency . . . exceed[s] what is socially 
optimal because the FDA is more adversely affected by approving harmful drugs than by 
denying approval of beneficial drugs.‘*); Kazman. a note 48, at 42 (“The political invisibility 
of drug lag’s victims is the major reason for FDA’s inherent overcaution in approving new 
drugs.“). 

6.8 AAP Comments, m note 30, at 6. 
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1. The Pediatric Rule increases Manufacturer Costs. 

FDA has substantially underestimated the monetary cocr nfthn ctl..q;.=- +h... .-. I. ,,._ ,_. 

must now conduct. In its Final Rule, FDA estimated the cost of the Rule to be S-!C,.: Illi/liorl. ., 

figure that \F’as reached only after reducing the tot+!bacost of testing by ~2~4, to account for c0sts 
x,,’ I 

that manufacturers pumortedlv would have inrlrrrerf rvnll~ntQr;~tr C,P Ll C-A n-.. .I1 I.. 

1~111s estimate. however, does not accuratelv XSRPCP the nltmher nfph;l~v- . ..I.- .-rI.-r‘~. ~- I . , 

tOr each, dlyg. According to one Prominent drug rnanrlfwtllrer the ~~,i;-.t&. D..I- . ..I II ._. . 

! ig of 3.4,OOO patients per year, in contrast to FDA’< ewrPrnPIw IRISH OCC--+- ,.E 14, o/It ‘. 

to increased-manufacturer development costs associ,+ed with the now-required de\,elopmcnt <jf 

pediatric formulations. Drug manufacturers who responded to FDA’s proposal of rhe PediJtrlc 

./ .” 

Rule showed that FDA l ‘urnccIv tInAm-ect;m~ta~ thP ,.L.L,,, ,r~-.-- 

‘- ,,: 

would be- required.‘*6 
~ _*. 

Moreover, one survey showed’that developing a pediatric f;rmuiatiorl tar 
,. 

: .: .;-; ; 
a single d&g product now costs between S500,OOO and S31.5 millidti.“’ Taken together. the 

Co- Letter from Wyeth-Ayerst Research to FDA Dockets Management Branch I’C 
Docket No. 97N-0165, Regulations Requiring Manufacturers To Assess the Safetv and 
Effectiveness of New Drugs and Biological Products-in Pediatr& Populations: P&posed Rule. .I[ 
6-7 (Nov. ‘13: 1997) d 63 Fed. k&g. at 66,663: ’ 

proposed new rule. . . 
has estimated . . . .I’). 

will have a resource impact on the industry and FDA far greater than FD.A 

67 & PhRMA Comments, a note 59, at 8 (citing informal survey of member 
companies); ia at 2.5 (“Some companies have spent millions of dollars in efforts to de\,clop .I 
pediatric formulation and some have given up the pursuit after multiple efforts to develop ;L 

pediatric formulation have failed.“); u Public Jleeting. sllp~ir note 30 (remarks of Dr. 
Clemente) (“[T]he formulation question is a very important one . “‘!a formulati& for a child IS 
truly a daunting avenue to approach.“). 

. . 



substantial number of products for which pediatric formulations likely wiil be necessary ;~nd IIIC’ 

Many drugs are of little or no use to pediatric populations. 
,. ‘....I.q 

Moreover. ~creating pediarrlc 

formulations is difficult. Accordingly, establishing a presumption that manufacturers must test 
.;. ,,” .:(’ ) 

drugs on children and develop pediatric formulations will lead to an inefficient use of both 

FDA’s and drug manufacturers’ resources. 
/ .::I 1 

FDA, the American Academy of Pediatrics, and sponsors of drug development all ;I~IXQ 
< ..%%::“w*, ,,~-~r..~~i-,Y”,.~~..~l~~~‘~.~ , p .s 

that a large number of drugs, probably the majority, are of limited or no benefitto pediatric 

patients.” Yet despite these limited or nonexistent benefits for many drugs, the Pediatric Rule 

OS Glaxo Wellcome Comments, m note 32, at 1 l- 12. 

(19 & Cohen Testimony, w note 2 1 (noting that “pediatric use represents a relatively 
small segment of the totai market for:a,drug”); &Q.&c Paviring 

turers To Assess t 
‘t 

> Rloloacal Produc s, 
Proposed Ruk, 62 Fed. Reg. 43,900,43,902 (1997) (observing that “[nlot all [New Molecui;tr 

(Continu4. j 



, 

presumptively requires pediatric testing and formulation det.elopment on d new drugs ;&I 

e\‘en some marketed drugs - and for “ti relevant pediatric subpopulations.” including neotl;ltcs. 

infants. children. and adolescents. 21 C.F.R. $4 314.55(a). 701.:2(;1). 
‘. ‘).,” .; I 

FDA’s reliance on the Rule’s waiver provisions in response to concerns that I~UIIJ’ drugs 

do not have pediatric uses is not rea&iing. & 63 Fed. Reg. at 66.644&? .$@&gh’FD.-\ 

asserts that the “rule is designed to require studies only in those settings in <vhi%“%i‘ir~ ii ‘i + % 
.L . ~.i .. 

.*;‘: ., ; ‘<‘. i ‘*‘p, : 
‘: qs.-. -. “GIp6*.1,4;” : 

significant medical needXir’*heie us&$ among pediatric patients is likely to be~substanti~l,” 4 .A i+?&:*.~. 1. “...fx:: :.’ ..‘),!.._( 
5 .I :‘. 

.“:.~~~,~~~~~~~h,r.;.i; ,A’, “:. 
at 66.640, FDA continues @‘ignore that, by requiring zilI inanufacitirers to con$~~~t, testmg &CIH 

..z : .:; , ;:.,‘,S&&.l’I ..,:*r:- : : ; .., 
;:>a: ,i J$*: *&* ,,.i ;c ,&+ i‘ > 

a waiver, FDA creates a b;r&d presGi&ifition that it will require such testmg,‘hot th& It 
‘>, ” , ,:>.a 1 .+;@&L+: 
\-cl11 limit 

. . 
;r+ : 

such testing.” Even if FDA-were to tiaive the requirement for most drugs, 
/ i~++&~~.& .c _(.. _ 

the-mere pr&!&?~‘f 

requiring all manufacturers to compile data to support waiver requests and considering each 
-. ,1*2 _ :.- 

.s’.r ., 
request would largely be a wasted.effort, r~ultin~~iin.,a-siglai~~t and unne&s@?drain on~‘h&h z i _c.; ‘,.“T ;*$+.:; .: ‘1;~ :;: -- 

public and private resources: ,’ _ ,_ ;:&: : ;.’ cv..:&> 
,.. .;p-‘; I .,,” ,^_ q;<:p;*:. ” ., ,‘, ‘.‘ 

Nor was FDA’s response to concerns that required testing in each pediatric age yroup 
.c. ^, “i ,,_. .2: ,“~ . 

would be excessive and unnecessary any more reassuring. Rather than addressing these co~~ccn~s 

or providing further guida& in the preamble to the Pediatric Rule, FDA i&te&i” insisted that it 1 ,.;. 
_ _ ., 

_, ” ,clrix~“,.~~~~L,~:,,.~~,,“~,~ iii,..” ~ 
Em 

$ (. . . Continued) 
Entities] have usefulness in pediatric patients”); Letter from Merck Research Labdratories ro 

I, 
r FDA Dockets Management Branch re Docket No. 97N-0165, Regulations Requiting 

i Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products 111 
Pediatric Patients, at 9 (Nov. 12, 1997) (“FDA and sponsors agree with the American Xcadem> 

-7 
:g of Pediatrics that the??- are substantial numbers of drugs, probably the majority of those 
ki* developed, which would &‘&f limited or no benefit to pediatric patients.“); PhKtiA Commc’nts. 

w note 59, at 20 (“Physicians caring for children use relatively few of the hundreds ofdru~s 
az and biologics currently marketed.**). 

/J 
: -J 
;“:;; ,. ? >” ,’ ,a:. .^,i . ;, >, . . ,,gJ 

-0 Sas;, u, AAP Comments, m note 30. at 4 (“Waivers should be grante& ‘UREL.i’.‘.,. 
A.% -_ -/ i : .?J 
&J 
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still believed that “studies in more than one age group may be necessary.” Id.“ FD.A’s FI~uI 

Rule gives it absolute discretion to decide whether to tvaive testing requirements in particllldr 

pediatric age groups “if data from one age group can be extrapolated to aIlot/ler,*’ 2 1 C, F.R. 

3 3 14.55(a). This response is insufficient as a matter of law. &, u, State Fal711, -103 c’,S, Lit 

-C3 (holding that “agency must examine the relevan;,dat+ ar,@ articulate a satisfactory ~~~~~~~~~~~~~~ .I r...‘:.. 1 

for its action”). ‘I :. I‘~... - ,““, ..: ,.,. :- -, 
‘. 

The detr+e:tal effects o<this inefficie~~~~~~~~~cayion ofQm/t@ manufqctllrer drug .;; .,,&&&- ~-I . 

develop$,cnt resqur<es.extend beyond mere economic i!~efficje~ci,.e,s!-, T!;1$ Ieyuiations ASO TV 1 i I , ;,.;. I 
; 

hamper valuable new drug innovation.“ Requiring that drugs be tested concurrently in ~&II~S 

and children will fitrther discourage sponsors from pursuing high risk projects.-’ The Pediatric 

-1 ’ FDA’s statement is even less assuring in light of the limited resources that it has to 

‘.Z implement the t-de. SIX Public g.??t,ing, -~1~~~~13_~~~,~~~~~~t,of Dr. Temple. E.uecuti\ e 
Direct& of Medical Affairs at McNeil Consumer Pitiducts Cdmp&$) (“C’nles‘s additional 
resources are provided, and unless additional help is available. ihe challenges.to [FDXJ to 
implement this proposed rule will be enormous. [FDA] will need much outside assistance.“). 

-7 
& Goldberg, a note 19, at 40 (“[T]he FDA’s approval procedures have short- 

circuited the natural process of incorporating . . . information in the development of nel\ 
products. The FDA in effect forces pharmaceutical companies to reinvent the lvheel. thus 
driving up development costs.“); Handbook for Congress, s4xa note j?, at 3;12 (“Just as control 
of information in despotic countries destroys creaiicity and i&ovation. the FDA’s monopol>. on 
the research, development, and use of new medical knowledge is choking off the next me&cdl , P x1,, .,~.~<t~~f6w~yq.p~~,~ .-, ;,y 
revolutibn.“); Krauss, a note 3, at 462 (observing that “substantial increases in the cost LI t’ 
developing a drug for the United States market,” largely caused by FDA’s “invol\.ement in 
testing” . . . will “affect both the number of new drugs developed and the market price of 
developed drugs during their patent monopoly’*). 

-3 & Glaxo Wellcome Comments, m note 3 2. at 1 l- 12 (“[Sluch a requirement dunng 
the investigational phases would necessitate diversion of resources from concurrent competing 
programs (u, development and testing of adult formulations). If resources are diverted from 
development of an adult formulation, the larger patient population would not be s&ved and the 
sponsor would be less prepared to generate the pharmaceutical data necessary to achieve 
approval of the adult formulation.“). 
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;B .’ 
i&i Rule tvill%divert limited company resources from the research of new therapies to ptxiiatrlc irl,kii 

that explore limited, and possibly inappropriate, uses of existing products. By dil.erting 

(vi\ i resources, the Rule will hurt patients who await new life-saving discoveries.-’ It nut>’ C~‘W 2 

companies an incentive to focus their research oq ,&eases tliat.~almost exclusively affect udults. 

e Rule is nec@ssa$?o’address the lack of adequate drugs 

rili liave”safe and appropriate treatments 

it the-Rule creates, rather than solt,es. problems. 

need for the Rule is scant and. or 

hat pediatric populations are betng denied needed 

treatments, or that off-label uses of adult-use drugs are any less’bafe or effective than they \f.ould 

6 (“[A] regulation perfcctlb, 

“-c 
‘> . . 

reasonable and appropriate in the face of a given problem may’be highly capricious if that 

problem does not exist.” (internal quotations omitted)); see%o’$&thwest Airlines. Inc. \.. 

-4 

W^. 
& udbook for Co-, m note 49, at 342 (observing that FDA’s drug appro\,;iI 

‘ ., 
process “is raising the cost of essential drugs alnd denying sickpeople access to lifesaving 

J medicines”); Krauss, sldprii note 3, at 458 (observing that FDA’s “certification monopoly” over 
m-D waw?a~,~~.w@45s~~ ,* drugs “has arguably cost thousands of American lives% id at 471 (noting that “efforts to ester-d 

&.I the FDA’s certification monopoly to off-label prescriptions have cost lives and money”). 

-< ’ T. For example, FDA’s assertion in its Proposed Rule that the ten drugs most prescribed tar 
children all lack adequate pediatric labeling is simply inaccurate. &X 62 Fed. Reg. at 43,900. 
As the Pharmaceutical Manufacturers Association of America. has explained: five of the ten 

.‘” drugs cited by FDA already contain pediatric labeling; one is in the midst of FDA’s approval 

.- process; one does not have labeling, but extensive dosage information about it is available in 
pediatric and standard medical texts; one does not have an XDA on file to amend because it 11~ 

WI an exemption under the grandfather clause; and one states on its label that it is not approved for 
ad diaper dermatitis. PhRIIA Comments, sripra note 59, at 4-5. 

..-.$ 
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L 

Goldschmidt, 635 F.2d 1309, 1317 (8th Cir. 1981) (same). Instead. FD,\ relies on nothlns Illc,l.c‘ 

than a handful of anecdotes documenting adverse reactions in children from off-label drug L1jcs. 

&g 62 Fed. Reg. at 13.901. b ,c 
f 

.Id\,erse drug reactions, however, regularly occur from on-label uses as well..’ Thus. 

identification of a few adverse reactions from off-label drug uses in pediatric populations is ;ln 

ins1 

those reactions could~ have bee] 
-2,: _*, 

._, <,;*e?t?- ; 
for use in children, taking into account, of course. the likelihood of adverse dnii I 

efficient 

might occur as a result”pf the clinic$testing itself. ‘,., .” *r;, : > . ..r.,* ,,., r 1 ~ ,’ 

Even if the articles describing these scattered instanqes of ad?/qe,reaCt.ipns,didlsugqest ,^,, /’ i_ 
- c 

” . 
$4 

that pediatric testing of an unapproved product might lead to fewer adverse d%g reactions than . 

e-3 

would waiting to prescribe that product in children until after it has been approved as safe and 
,_, ,*- +.<* .-~..,~~~~~~.~~~~~.~a~~-~~ ‘, ew$,+,> ,’ ‘. _‘, _, * 

effective for adults, isolated anecdotes cannot suffice to support the sweeping regulations 

embodied in the Pediatric Rule. a, e&, 5 U.S.C. 4 557(c) (1994) (“All decisions, including . 

initial, recommended, and tentative decisions . . . shall include a statement of. .,: findings NJ ,,..‘ ;. 

conclusions, and the reasons or basis therefor, on all the material issues of fact, law, or discrctlon 

presented on the record . . . .“); S&!&&m, 463 U.S. at 43 (holding that “agendy must examIns me 1 ,. 
-,. .*<,,*... , %.( ,,., <s‘- II. ii.“< .,_., A,/ ., ., ; I_ ,_,.. .\ ; ;... 

the relevant data and articulate a satisfactory explanation for its action”); Burlinvton Truck L;II~>, 
w 

inc. v. united States, 371 U.S. 156, 167 (1962) (rejecting agency decision lvhere “[tlhere are n* 

-6 sr;S; Beck &‘Azari, m note 4, at 82 (emphasizing that “previously unknown safety 
concerns can arise with labeled as well as unlabeled in+iqations”). 



: 

tindings and no analysis . . . to justify the choice made[] [and] no indication of the bms on 

tvhich the Commission exerc.ised its expert discretion”).‘- 

[n sum. the Pediatric Rule is not only inconsistent with FDAMA, it is also bad.poiic).. - I _. ;j._ .‘“,I, 

Far from streamlining and accelerating the drug approval process. the RuIe.;coinplicates-‘;l;l;i _ ‘..W .I%. . . “~ ..- 
.il. -,_.:‘..*, 

hinders that process. Qoreover, instez 
+;.+ 

encouraging manufacturers to seek amx-o~‘l 

label uses of a drug o’n q’_tolunt 

oediatric indicati&s ‘;>ikfabel tt 

te Rule forces manufacturersto seek “_ *. .,J 

-- 

1 : 
ccI /. >,>% ,,_. li ..>.**‘,;**w<~;i ‘_ _I * ‘k,,. To the extent that there remains some lingering concern over the gvaiiab’iljty’andstlfr;t~: ot / .:. ; d current pediatric treatments, Congress has”already addressed the problem by enacting the 

Pediatric Exclusivity provisions in FDAMA. FDA cannot override Congress’s policy choice 
concerning the most appropriate means of addressing this issue. & slbprii pp. A- 10 to A- I 2. 
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APPENDIX B: 

THE PEDIATRIC RULE CONTRAVENES THE LOXG-gT,\&DTsC c’TE~~’ 
OF CONGRESS, THE COURTS, ‘;ii\iD tib.4 TtiliT FD@ jUTHOmTy 
IS LIMITED TO “iNTENDED,‘* OR CLAI&IED, USEfj$ j$i;&;+D 

DOES VOT EYCOZIPXSS USES THAT FDA CONSIDFRS “FORESEE$@~ F . . 
: i i . a.. .‘” , .,-,,, r, 

Since the 1906 origins of federal food and drug law to the present. the “in,t;nded uses** ot’ 
,_ ,“, _/_, : f- .C-.._ jj_ : j -. i ,. _., +.. i_.,~ I ‘< &\. ‘: ‘r . 

a product universafiy ‘have been understood to mean those uses set foorth bv the manufac’turcr ill 
“. ‘;; Z,” ._ ;I .,,; .‘ li(,^. :: ., -, : s’&i,.~ :;, ;,<+c ” ,.,: ,‘. x”u.. :;;r: .f .~-r-..i;s . I’. ‘l> ,” ,, .;, ! :, -“. .,I .*a .,... _- 

the product’s labeling. Throughout that ninety-three year history, -Congress has used, the tcrnl tlt 
- .“.? ?~ -i,~b&~,~,‘.:‘ I ,” :r,: i*..i (,.. ,<‘\,’ _ , .,., .,.,,._.. ,j , . . .‘:,*2’.. ,? &?j;q __: ., %‘a.,,\ 1 ;g. :; 1 ~&&i;+~:~ ,’ ‘i ;;‘:“,* . . .i ,... -, _-.:,_., ,, 

at-t “j.:ggkd use” “0 ckmtnine $+eher an a.@cle is a drug or device at a!>!! tvhether a product 
‘, I ,;,;+-J; ., _“,,.( I’, i .p _) ;,++j;, : : ..-’ .:&.-.,- w-p: . . .i”y .,,_ ,>,,‘ ‘A ;_ - _ p.1. a . . , . : I : 

requires premarket re,view and,approvaL what premarket.testllng and evidence are reqtiired, I{ hat ,’ 
;.i. ;r; ,.,,. -.,c.~>%, , ..+sc?$ ,.. i &>.’ ,>.‘$, F.3 ; ^ ,- : _;) * :::..‘:P c * 
,-* .& .,,‘,T.: -‘<‘:“.. ;‘. (, :z. j j -.~ ,,y - ‘.j _ ,. : ‘.Y$ :‘>q”:*; . ,.~ 6 $;,, )... ‘( i;‘(“:*~.,,.*,, _ I*. j a~.“+. . ,.- ,&;,;;,;;:;. :I:, :. ._. 

standards and procedures govern any review, and what must and must not appear in a product’s 
I 5* <,, ‘?*. ZA- .+. ’ ‘. ““‘;. I ., ,+,~r.r ., . . 

labeling. 
..: ,._,: -. 

In crafting‘the term “intended use,” Congress accommodated both FDA’s, p?>>;er o 1 
‘. . . I. I 

premarket review and the freedom of physicians to practice medicine in accordance with their 
I. ,.,,..&. .~ ,. I” ” I, _)‘,. .* ,. “_ ,.“.,&p.~;? 1 :. ,Lb i 

professional judgment, ,&.? s,. -i. .“?: ;r*?‘. , (“i I. .F’ \,:,J..“, _, *., , z.;-, ‘. ,_ _/ ._ . . 

I‘ * ,+ ; . . ‘. The federal food and dmg reguiatory st*cture’ that Cong;es-hgi &y&&;~~ ii’ : ‘ 

demonstrates that manufacturers determine the “intended uses” of their p&d&s &ioi‘g&eir 

_l.l 
labeling claims. It also shows that a use,does not become “intended” merely’decause that use is 

foreseeable or desired. Indeed,’ important provisions of the Food, 
Ai,” _.~., ._.&,7._ .“.C.%., r-.:. 

Drug; and CosmeticAct 

\..-A Ample judicial authority confirms that the “intended uses” of a drug ‘are limited to uses 

‘-3 

, 
%..d 

claimed by the manufacturer and do not include uses that are foreseeable but not claimed by the 
: - 

manufacturer. Likewise, as Congress shaped the FDCA, FDA repeatedly advised that its 
, ..> ,.,$;cy, :, .‘;s;, 2 .,. *,., _ ./... -‘~.“‘~.:~. ..:I_ ‘-,i,, ‘,, ” i._,:.. 8, ,_ .n .i ‘. ‘2 _,;. I. II . ,. ,;,..$l ‘,: j j ,‘~x;‘,,;;;j ;. i i ( ij I. _ . ; ‘, \\; C’ 

regulatory authority extended only to “intended uses.” which derived’from manufacturer cl&m. 



and that it could not regulate other off-label uses. FD.A’s actual practices in cnti,rcin; t]l~ i;lCILi 

and drug laws confirm this limitation on its aut.hority. 

Despite the settled understanding that FDA may legitimately regulate only the *.iIltclldcd 
, 
i 

uses” - ipl. claimed uses - of a.drug, FDA. in promulgating”the Pediatric Rule. now assetis tll;lt 
. . . 

its regulatory authority-encompasses foreseeable uses as well., & 63 Fed. Reg: at ()o.o~:-~s 
‘:. _; ,,:,T;&““, c .’ :,Qb:;, f,?vj ,. j,+; I .( ,. i _ ,, / 1- ,A. : _,), <. ., :.:2, ,. 

(asserting that “‘[i$tended uses’ encompass more than the uses esp,Iicitly included in tllc 
., . . ,“.^ ” :.‘;.y. ‘~ . .’ .Y’. ‘,. :. 1 : j.. : .b:‘, $,.’ , -_ ;,.,>-, i.j’ ,T”: ).’ *’ ; : %I ‘,~~ -r,‘.~‘,; ., 

manufactuier’~‘p;~~~e~ ~abehng” but also include “actu’ai’usesof the drug of which the 
/.(, ,&,&@ > ,a, ‘7y~:: “” ..’ ,I, >;+;p~j;y,::, , __’ ,.,^ - ,- .’ ‘. ; _. 
y’-,.‘-‘.’ \ ~. ; ‘.,j,,;:,,v -,.,,* * t. 

mani,if&turer ha& or should have, notice, even’ifthose uses are not promoted by the 
I,. “I. ,., : ; .,, :.. i &? I;, * .‘;‘; ) “.--’ _,. ‘y&p I :,;” & ,~ .c. ‘, ‘, .” *;. -;.,,iy.“: ,,, .j, ;;~,~~,~,‘~~~?~.~~“, 1 :‘.. i -: ,. *...:,..I ., ?.,“<“’ ,<; ::. 2; ‘_‘( : ,,., ;:. __ ‘manufacturer ). FDA further asserts that those “foreseeable uses” purportedly subject to its ‘, ., 

: li ‘; ,+; i;,‘,,: 7. ,I I ’ ” , .,.. ..,_~ : ‘-# __,. :. 
authority include pediatric uses of new’ and marketed drugs and biologics previously appro%.ed 

only for adult use: 

Pediatric patients are a significant subpopulation, affected by many of the same 
F 

diseases as adults, and are foreseeable user$ ofnewdrngs and biologics. 

J.& at 66,645; see alsq id, at 66,653 (“FDA believes that it hasample authority to require 

pediatric studies of marketed drugs and biologics . . . .“). ’ 

In an even bolder attempt to expand its power beyond claimed uses, FDA also argues [l~;tt 

a foreseeable use remains foreseeable - and therefore purportedly subject to FDA’s jurisdiction - 

‘.\’ -~~~~~~~~l~~~~~~-“.~even where such use is not expressly recommended pi is even m* - as are all pediatric 

F I The Department of Health, Education, and Welfare, the predecessor to FDA’s current 
parent agency, has condemned this practice. In a I977 report. the Department stated that it 
“would be inappropriate for FDA to require a drug sponsor to investigate new uses for a 
marketed drug or the use of the drug in different patient populations, unless there is reliable 
evidence of widespread unapproved use of the drug. If FDA wishes to explore new or different 
uses for an approved drug, it might consider financing the studies itself.” Department of Health. 
Education, and Welfare, mart: Revue Panel on ‘W New De, at 97 (1977). 
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uses of adult-use drugs. U at 66,658; 2 1 C.F.R. 4 301.57(f)(9)(E.) (requiring nlanut:,lctL~rcI. 10 

disclaim pediatric uses of adult-use drugs). FDA even applies Its “foreseeability” thcor! to c~l.lIgh 

that have not yet been marketed and therefore have never actually been used in pediatric 

populations. For these drugs, FDA purports to establish a tier se IegaI presumption that their 115~‘ 

in pediatric populations is foreseeable solely because the diseases treated by those proposed 

drugs occur in pediatric populations. 
i-.:,.?h*rx.~ 1 ::, .,v ” - 

i- “,V. ,_.,_.; 1._“,.C .:,, :,,- A.- p,,,,,,, +L- ^_.. dI --A __.__ -II-.. l-r\ 1 . . . :-.~&-~hL i‘ ” 2 . 
,nts and practices have contirmccl t;)I- 

years, however, Congress has not given FDA such sweeping’$&&&‘. I 
,,. i. __ ,-.,, ., : 

,. s to treat toreseeable uses ;ls; 

., .-,-. .I c .I.. $?,‘. , ,i Y’ c” Tr: ,,, _ _ ~~,*-:,~ 
“intend$ uses,” particularly where disclaimed. Rathei-, as defionsti2ted below, Congress has 

._ ,. 

limited FDA to ensuring that the clainis made in a drug’s labeling are true: -In light ofthis n,el/- 

settled understanding, FDA cannot regulate off-label pediatric uses in the manner proposed by 

the Pediatric Rule. 
_- ~ ,,._ _I 

1. THELEGISLATWEDIWEL~PMENTOFT~E~~~NTENDEDUSE~~ '. 
CONCEPTINTHEFDCACONFIRM~THA~'i3i~$KXE~S 

.INTE~DEDT~CONFINEFDA'~REGUL-AT6'~~-~~~tiOW~Y-T~ 
C‘LAIMEDUSESOFAPRODUCT. 

Since the enactment of the first federal food and drug law nearly a century ago, Consrcss 

has consistently limited FDA’s drug regulatory authority to “intended uses” - k, uses claimed 

~ .*I*‘.~~~ju”‘~?~~~~~~~” . / by the manufacturer. In light of this unambiguous history, FDA’s assertion of authority to 
Y j 

‘2 require a manufacturer to study uses of a drug that a manufacturer does not claim but that FD,\ 

deems to be foreseeable - in this case pediatric uses - is untenable. 

-7 In 1906, Congress enacted the Pure Food and Drugs Act. the first national effort to 

protect the public health by regulating drugs. Pub. L. No. 59-384,34 Stat. 768 (1906). The .kt 

2 defined “drugs” as (1) products listed in the United States Pharmacopoeia or National Formuix>, 
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or (2) “any substance or mixture of substances intended to be used for the cure. mitigation. o1 

prevention of disease of either man or other animals.” [d. S 6. 33 Stat. at 769. The IOr)6 .-jet 
( 

prohibited the sale only of “adulterated” and “misbranded” products, ivhich lvere products I\ /lojc 

! 

actual composition deviated from the composition specified in the tabel. & $6 8. I&‘%~ Stat. In t 

i 3. 
770-71. As long as the product’s label accurately reflected the product’s com$osi<on, the 

product fell outside the 1906 Act’s regulatory scope. Thus. manufacturers:‘~‘~LIld’dei~~~r;,c the 

i *,.* _ _ “intent” necessary to bring a non-l&d product within the 1906 Act’s regulatory scope SOI~IJ, 17~. : ,, 
‘. .,, ,- ,,‘. ..;, i ,. .t*” 

the c~%%‘s that they made in the product’s label. Indeed, if unlabeled. bi.tt f~reseeable.I;ses’ot’II 
.: : 

.- _, .+,.i,w ” ~ 3&y&&!; 
product to cure, mitigate, or prevent disease sufficed to establish the r&@& “mten?“c!‘;o’ 

categorize the product as a drug, then many “drugs” anomalously coukl not’& regulatea under 

. . 
the Act, which only condemned products as “adulterated” or “misbranded’* on the basis of their e 

7 17, 52 Stat. 1040 (1938), which made a number of key changes to the‘ 1906 Act but did a ;lltc’r 
^ ‘, 

the claims-based nature of the “intended use” concept. &Most significantly, Congress required. tjr 

the first time, that before introduction to the market for commercial distribution. ntanufxtur~rs 

of new drugs must affirmatively demonstrate that the drug is safe “for use under the,conditions 
,lX,.._j.( . . ,.a,. .o...~“.h.~“il’. “.l _ 

prescribed, recommended, or suggested -theed labellng” I& 4 505(d)( 1). .51 / 

Stat. at 1052 (codified as amended at 21 U.S.C. 4 355(d)( I )).’ 

1 

“Labeling” was defined to include “all labels and other written, printed, or graphic mutter 
(1) upon any article or any of its containers or wrappers, or (2) accompanying such article.” Pub. 
L. No. 75-717,s 201(m), 52 Stat. at 1041 (codified as amended at 21 U.S.C. $321(m) (1994)). 

B-J 



.\s this last change illustrates. Congress’s limitation on the scope of FD.4 preln;lrkcr 

safety ret.ie\v to claims in the manufacturer’s labeling demonstrated Conyrcss’s und~rst~nd~~l~ 

that FDX could regu-late only tfle uses uhich a manufacturer claimed in its I*tbcling - &. 111~ 
x1 ‘;. .- :. _/ ,.c .i .. -’ :” . ..*.. 

product’s “intended uses.” Congress did not extend FDA authoritv to unclaimed uG<or’:; 

) e&, Labetine: ~eiEUi&@Iire~nts for Hews feu;“Food, 5&‘Fec 

drug manufacturers seeking approval to demonstrate that their proposed produ 
,, : .ct was not only % _..” . ,, ; 

safe but also effective for each “use . . . prescribed, recommended, or suggested in the labelins :^ a. .c ‘. _’ 
thereof.” Pub. L. No. 87-781, !j iO2(c), 76 Stat. 780, 78 1-82 (1962) (codifttedlat 21, USC., 

,. 

.:,, ,/.., _. 
.^., 

5 FDA’s reliance on its regulation defining “intended use” in support of its argument that 
“intended uses”.include common or foreseeable uses is without merit. & 2 1 C.F.R. 4 20 I .j 
( 1999) (defining “intended use” for a drug); i& $ 80 1.5 (detining “intended use” for a device ). 
Both regulations distinguish between intended uses and common uses. This reading is confirmed 
by the text of the FDCA, which requires that a drug or device be safe and effective onlv for 

“:. -“.$‘>* &h 2.: ,i-. )- , 
labeled uses. Sep 21 U.S.C. $9 355(&36Oc, 36Oe ( 1994 & Supp. [Ii’ i997). ‘It would be absurd 
to define “intended use” as a use that the statute does not require to be safe andeffectfve? ““‘O*.- 



claims for effectiveness, whether made initially in a new-drug application or at any ttlllc 
9 
g 

thereafter, must be supported by ‘substantial evidence’ . . . .“). a 

The legislative history surrounding the enactment of the 1962 Druy .+iendnlcnts 

demonstrates that both Congress and FDA used the terms “claimed use.” “intended use.” ;tljd 

..” 

b 

._ “. *_ 
“conditions prescribed, recommended, or suggested in the labeling” interchange&Iv. For 

“: ., r *‘. : , 
example. the Senate Committee Report described’the bill’ as requiriny “a premarketing SI~O\~ lllsl ,:. -._ 2 

-. ,.’ 1 ., ‘,2:-i ._ _, 
that all new drugs are effective - as w&l as safe - for their intended use%” S. Rep. So. ST- i -4-t. 

; : em-+ Pt. l:‘“pg%( 1962), r I ““>“,, -..,,. ., .’ . . : 4 ,_ 
ted in 1962 U.S.C.C.A.N. 2884, 2884. The House Committee Repot-r .<I -,_ ,A. j, ‘ I ,.,_, . ,,“.‘^ . . . . ., ,.. .-7~-~ ‘:‘+x ,:. . _‘.^ r- .,.I 

.‘.’ .’ 
likewise stated that if “the drug is 

. 
generally’reco-~~~~~by 

,,; _, ._ ,.2,i*?L**“~,~.,~,~~~~ :,*: - s. a.. Sj’,,_ ;_ ;.+&..” ,,‘~ _ ‘.‘I ..: .,,.. ;’ ,’ - ‘,zy ::,t,., -i:4 **; 1 -.&B;. ;,* ,,: I \ 

I. &p‘erts to be effective for the 
._ -. .I ‘, i ,... .: .;, .$. / 

for whi&it is w 9 it is not a new drug.” H.R. Rep. No. 87-2464. at 8 ( 1962). 

Similarly, the Secretary of Health, Education, and Welfare (“HEW”), FDA’s parent 

agency, testified during hearings for the House version of the bill that it would operate “b 
**wq.. x ,. ,I ,, ,y s”V,“.l ,s* I .w~;~~*~~~~~~ . ., _ _D .,;, “r_;_.ii’/ . . . r__. .‘- . . 

reaulnne: new drugs be shown effect ive 
. . 

for their Intended uses, as well as safe, before ~IICJ 
,’ - . 

* 

;. 

are marketed.‘* Sr;e J&&n&try Act of 1962: Hemps Before the House Comm. on Intsrsrare 
n, 

and Forelgn Commerce , 87th Cong. 61 (1962) (statement of HEW Secretary Ribicoff). The 

HEW Secretary made a simiIar comment with respect to the Senate version of the bill. Dru 

-Antitrust Act: Hems Before the Subcm. on hntitmnd Monooolv of the Senate 

(testifying that HEW supported the legislation because “[t]he manufacturer should satisfy the 
P 

‘c 

4 Both the Senate and the House versions of the bill contained the ultimately enacted 
requirement that a drug be found to be effective for use “under the conditions prescribed. 
recommended, or suggested in the labeling.” & S. 1552.87th Cong. 9 4(a)(9) (as introduced) 
(1961); H.R. 11581,87th Cong. Title I, Part A, 9 102(d) (as reported) (1962). 
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FD.-\ that his product is effective for t,he purposes claimed before it is marketed”). In jll<jt.f. tl~t.~ 

L\XS unanimitv that “claimed use.“ “. intended use.” and “use under the conditions prescrlbcti. 

recommended, or suggested in the labeling” were synon~nious terms. 

The Drug Price Competition and Patent Term Restoration .\ct ot’ I OS-I tilrthcr ~llus~ra[c‘s 

. 

the critical link that exists bet!veen a ~~~+c&rey’s claims set forth in a product’s labclin~ and ,_ “.‘~f<::;:%:- .;. !,,. 
. 

the product’s “inter&d .uses.:,*, ’ ;: ,- F( j & -; :.;.:.. .\ .I;:,. ‘,/ ‘_ : 
!n that &, Co~gress,~&&i~ed an “abbreviated n&v drum 

; .’ .,. -7: ..‘-a . 8 <CT ‘li. I a;‘ ;1 -!.-~““‘“e; :.. , .‘ ,., . . 
: .“,, ,. .: ~1, -::.:> 

application” (“ANDA”) procedure by which‘the rnar@$yrer of a generic v&sio.n.of a “ 
: -<a ,>. . . Is .._“I .,,. ..i’. :c, _’ : “:*; .2;<,:*.:: :;..,, ‘ . ., 

-: “>” ,&.j&,i6+~&gp? i >- > ‘- -;, ,*;:.e.:,,.-;r ._ 
Drevlouati aooroved “Pioneer” drue c 

,.,, ,.-.; th’.. 
L 4 L L a _ :an avqid the expens!ve and timeYconsuminy testins .111d 

_ .; .:, > .;;: c ,_.. .- 1.” -, ,, ,. _ : .,.a. 
No. ?8-4i~7, 9:8“%at. 15Sj -’ 

:;.,n,, ,.’ 
review required to obtain approval of a standafd NPr-\;).; PL& L. I._/^> .- . ..I ‘ ~ .p*;.: < ‘” _ I. :__.I 

(1984) (codified as amended at 21 U.S.C. $355(j) ( 199; i” !~supp. III 1997)). 

In substance, the 1984 Act provides that if the A&DA applicant shows that a drug is 

“bioequivalent” to (the same in the body as) a pioneer drug that already has been approl,ed. ;LIIJ 
.,.) .,i, 

if “the labeling proposed for the new d ling approved for the listc’cl 

drug,” FDA must approve the drug without requiring additidnai clinical testing. 2 1 L-.S.C. .^ I 

6 355(j)(2)(A)(iv). (4)(F). In other words - and contrary to FDA’s present position with respect 

to the Pediatric Rule - FDA could not require ANDA applicants to study or claim foreseeable. 

off-label uses as a prerequisite to approval of the follow-on generic product. Rather. an .AXD:\ 
“ylr*+4uz ~~~rt..n;o:r,~:~.~~,~. 

‘?q 

r 

i 

. i 
& 

could claim only those conditions of use that previously had been approved in a pioneer ciru~ 

application. * H.R. Rep. No. 98-857, pt. 1. at 2 1 ( 1984). ~ 1984 U.S.C.C..A.X 
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2647. 265-S (*‘[AIn AND.4 may not be considered for a condition of use that has not prc! iousi\ 

been approved for the listed drug.“).’ 

Notably. the 198-F amendments retained the FDCA’s requirement that FDA appro1.c u r 
. 

intended use before a drug is distributed. * 21 U.S.C. 3 355(d). Thus. because ( I i gcncric 

drug manufacturers could not seek approval for foreseeable off-label us& of the $ggier piodtlct 
. -_ 

on the basis of an ANDA, and (2) approval of an ANDA signifies that’& generic‘d’%y .is iat; 
0 ..’ ,,p 

and effective for each of its “i,t$nded uses,” the 1984 amendmentsest&‘lish that C%$ess did 
._ ss..*%?g : :: ., !‘I .I, .,,, . ; ,.i i ., _ ( :.;?*a,. ., . . .:: *ii~,.>“,<.*. ‘_ I* ‘;. 

not consider foreseeable off-label uses of the pioneer product to be “intended uses ot the ~~ll~l’i~ 

follow-on for which approval W&s required. 

Most recently, FDA asserted the authority to regulate off-lsibei &es of de&& in 

connection with Congress’s 1997 enactment of FDAIVA. Congress, however, rejected FDA’s 

assertion of jurisdiction and refused to make such uses “intended uses” for which’tianufaciurc?rs 
_ ,, _. ” ,.--,“~‘..~-, ,.. . -, w_1, ..,,~~~~~~L;~,~~~~~~;.:~~~~,~~~. +* ,, ^ 

were required to establish the safety and effectiveness of the product. “h, u, S. kep. So. I ( I!- 

43, at 27 (“This section includes two provisions that express the committee’s specific intention to 

limit FDA’s review of premarket submissions to the proposed labeling before the agency.“). 

Instead, it temporarily authorized FDA, in reviewing a submission under 2 1 U.S.C. $ 36(~( li ). IO 

require a manufacturer to include in the labeling of its device a statement of “appropriate 
; ^ ,.“d. Il;-eix$$su; p&L:.i..;l’,:. I_ 

information’* about an unclaimed use if - but only if - FDA expressly determined in writins that 

there is “a reasonable likelihood” that the device will be employed for that unclaimed use and 

This process was analogous to provisions in the earlier enacted 1976 Medical Device 
Amendments, which allowed FDA to give clearance to “substantially equivalent” follow-on 
devices as long as they claimed Q& the “intended ‘* uses approved for the pre-existing de\.ices 
that they imitated. & Pub. L. No. 94-295, 90 Stat. 539 (1976) (codified as amended at 21 
U.S.C. 3 36Oc(f)(3), (i)(l)(A)). 
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that “that use causes harm.” d 4 36Oc(i)( 1 )(E)(i) ( 1994 & Supp. [II 1997) (substantid 

equivalence); ih, $ 36Oc( i)( l)(E)(iv) (five-year sunset on FDA authority). This limited pro\‘lsrcxl 
‘. 

did m authorize FDA to require manufacturers to conduct additional clinical studies t’or the 

unclaimed use in order to deno!lstrate the safety and effectil.eness of th& us&. R&ey. it rcqu~rcd 

&;,>,; ._. .X6 :; ;,gys -:, : , 3 + ..‘” 4 
manufacturers to @nit pre,vfously known information concerning that use. tnclud‘rny a \ , I .,- .- ~ . ,“&&d j;: &, 
<tatement that there ‘is insufficie& information to iustify the use. I%s?iFfro’& dbi 

* * * 
,. +.‘,‘. *-,.> 

i, ..,-., /_ .,_. 
In stim, the history of federal food and drug legislation demonstrates that Congress ( 

considers claimed uses by t 
9 I,. : ,,,., “I ,,>.,i ;-(I~” . i ; I 

$< :b> x’:‘,&* ?&, .- : 
for which safety and effectiveness data must be submitted. Th+. unlei;sg~~,anutacturer ~I;LIIII~ _ 

$ : &$.A*;;- ,“. ,, -_ / ,;* y,+ ps* +. 
that a drug may be used for pediatric purposes, FDA-may hot regulate such uses as toresr’eabl~. 

. . 

II. THE COURTS HAVE CONSISTENTLY CONFIRWfED TIi&T ‘jr ” ” 
COMMUNICATEJl MANUFACTURER CL,AIl+tS DETER%lINE /_ 
“INTENDED USE.” 

“-* ‘“P<r;!.;&I~ ‘;’ ,, .,<.z *& _,, ,:; __\I,, _ 

_’ .’ 
Ample judicial authority supports the essential link between manufacturer cJaims,‘hnd 

P-4 a”“* ” .r**x,:&y*rnr.p*we .) 

%A “intended uses” ,md denies FDA the right to deem foreseeable uses as “intkn’ded.“V hi&e& rhtz 

-I; 

courts “have always read the . . . statutory definitions employing the term ‘intended’ to refz to 

“.._ 

Lx.: 

6.J 

specific marketing representations.” -Health Prods. Co. v. Ham 9 574 F. Supp. 1 WS. 

1505 (S.D.N.Y. 1983), ad on other, 744 F.2d 912 (2d Cir. 1984). As early as Braidle> 

V. unp? 264 F. 79 (5th Cir. 1920), “intended use” was based up&claims, riat: ac’tilal or 

#A-; foreseeable effects. In 1953, the Second Circuit held that claims were essential to establish .UI 



(per curiam), & 108 F. Supp. 573 (S.D.N.Y. 1952). ” “The real test is how lvas this product 
e 

being sold?” United States v. Nutrition Serv.. Inc., 227 F. sllpp. 375, 386 (W.D. Pa. 1’)04). . 

a, 337 F.Zd 233 (3d Cir. 1965). 
- 

athews, 530 F.2d 1054, 1055 (D.C. Cii. 19.76) (McGyyan, J., concurring) (“The FDA 
‘ij 

c 
contends that where there exists a documented pattern of drug misuse contrary to the inter&d 

_ , .‘. ..,.~..~,~~~~~~~~,~~~~n e,y+s+-h” 

uses specified in the labeling, the drug is unsafe for approval [absent fur@; FDA regulation I.“). 

The court rejected as outside of FDA’s statutory authority FDA’s attempt to regulate methadone 
: , 

in this manner. See American Pw, Ass’n, 377 F. Supp. at 827. The appellate court affirtn~d 

per curiam “on the basis of the opinion of the District Court.” &n&can &~II.. Ass-n. 530 F.X 

at 1054; See alsQ id, at lo,55 (McGowan, J., concurring) (agreeing with district court that .\>.:, 
iI, 3, I ,.~,*~~~Xrm.m?.i .i.r~~~~.,,c?~;;,~,~,u,, 

“methadone is safe for its intended use nottkthstanding the possibility that it will be emplo>,ed in 

unintended fashions”). 

6 The FDCA’s definition of “drug” had been imported wholesale into the FTC Act as part 
of a provision dividing responsibility between FTC and FDA. m 2 1 U.S.C. $ 32 l( y)( 1) 
(1994) g&h 15 U.S.C. s 55(c) (1994). _. 
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II :::; :* 
In 1980. the D.C. Circuit again confirmed that FD.4.s regulatory authorit!, is lit~llt~~l II! 

manufacturer claims. & A&H, 655 F.Zd at 238-39. Specifically. the court held that: 

. . . . . . . 
the crux of FD.4 lunsdlctlon [llesl n-t manufacturers’ reoresentations as rc\,cl;ktol-\. 
of their intent. . . “The manufacturer of the article. thrnrruh hit rmv-rc&t~~tir ,,,;.; -:;-~;~‘~‘;. -..- -m-s.. . . . .._.- y  .--.,.,,.JllS III ,. 

uhich the article is to he connection \\:ith its sale, can determig?e,the tise to ~~.._ __ __ .._ 
put . . .‘* Such an understandinp bs no 

~ ..““r;.<> ._ .^ Y 
w . been accepted as a matter ot st atuto& . - 

‘hat “acceoted” statutorv constniction’&as reaffirmed m 

the issue of intended use. ti ia at 499-500. In other words, although undistributed 
,.., I 

promotional material might show a manufactti%r’s ‘kn&&&,‘ foreseeabii$G, %d desire, only . .,,,” _, . / .,, I ;: ,‘T..‘. . .._. __ ,I. 
,_a ,;l -’ “_.,. 

communication to the market, creates an “intenied ~ ,ii.qr..>. n*x,~ew*@*.e>, ++we ;“rr*r... ’ . 
.: ., 

Because FDA had shown no inclination to change its statutory interpretation at that time. Because FDA had shown no inclination to change its statutory interpretation at that time. 
the court noted in dictum that it was not deciding whether such a change would be possible. the court noted in dictum that it was not deciding whether such a change would be possible. 
&f& 655 F.Zd at 242 n.lO. &f& 655 F.Zd at 242 n.lO. 

Courts have repeatedly relied on manufacturers’ explicit claims regarding their.products 
to @e that the products are drugs. a, u, Seven c _ ;-- 2 :; ..;&,I,: 
W, 239 U.S. 5 10 (1916) (treating product &$resentec! 9 a’ pre&tative cure for throat and 
lung diseases as a drug); ’ 

. ,i . . . 
~~~~.~.~~~,~~~~*~~~‘~~.~ij”~~ I_ _, Wed St&,es v. LJn&&u.uned Om of Bottles;22 F.3d 235 ( 10th 

Q _ 
! Cq-. 1994) (finding p’mduct ao be a dr@ &sed”i@on m&!%&%‘~~&ims that product &ould 

5L.J 
..” ,I. _I 

eliminate bid odors in animals); -States 
._” <‘%.i ~ _’ . .. ,. : ‘1 3*’ v. Stora-ed Nos. 8 & “$)‘;, .-i .,.. _, “. 

777 F.Zd 1363 (9th Cir. 1985) (holding cocaine substitu& id be drugs becatise manufticturers- 
promoted their products as cocaine substitutes): -States v. Guarb Chem. COID.. -110 
F.2d 157 (2d Cir. 1969) (noting that promotional literature making drug claims would be 
sufficient to regulate product as a drug); Gray v. r;‘w, 174 F.2d 9 19 (8th Cir. 19-W 1 
(finding that substance was a drug based on re$r&entati&?iha; prod& would “c&rect‘ul&rs”); 

T * States v. Researw 126 F.2d 42 (9th Cir; 1942) (holding that product was a 
dnfg because it was represented as a ireatment ‘for arthritis); wd States v.‘w, 855 F. 
Supp. 534 (D.R.1. 1994) (finding that hai; piod& wer~hi;l”gs’becausd”mand~~~~~~r markeied .’ 
the products as hair growth stimulation and hair loss prevention products); United States i.. \‘it;ll 

(Continued.. 1 
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[II sum. judicial authority confirms that only claImed uses qua/i ty x *.illt~nd~d L15cs.” LIIILi 

those claimed LISTS therefore delimit FDA’s authority. 

:,**p ‘,: “) ‘.I I I. : /.. 
,.~ XI c <., 1 

FDA l&elf has repeatedly advised Congress and others tha; on& $&%%l‘i’r statcnli: 
.-,’ ,,“.L ;~ : .L*~ ‘-i i 

establish %itktic+d use.“, 
-,:“y, :_ r &a..**;~ .i $.’ ,_, a.__ ,. +*~.n “*“t 

?+e issue often ,ar?se,with respect to tobacco. aitd FDA’s statcnxl .:_ -, 

that regard are fkequent and unequivocal. 
.-$/” 

The Department of Justice a&rat& kmr 
,:I _j ‘,/ :z...;>l 

FDA’s. histo@$,position in a 1980 brief defending FDA’s conclusions.t@ it l~ck&~~~~dicti~ 
3:. 

to regulate cigarettes: 

.(, 

In the 73 years sirice’the enactment of the original Food and Drug Act, and in the 
41 years since the promulgation of the modem Food, Drug, and Cosmetic Act. the .- ,. ” ’ 
FDA ueatedss that mettes are beyond the scope of the. 

(... Continued) 

s of an&&k of R-Labeled as *““_“.,A.“.. . 
(finding that &&~t was a drug b&a&e‘&nuf&tuik ilaiked iheta$zutic eff:cc&i ‘the 
product’s label); w~ttes v. Articles of Dw Foods Plus. In(2,23.9 F. Supp; 465 (D.S.J. 1 
(concluding that product was a drug based on manufacturer’s representation that it would cure ,I 
wide variety of ills), remanded on other yrot,~,& 362 F.Zd 923 (3d Cir.. 1966); United States L’. 
250 Jars. etc.. ofU,S. Fana Pure Honey, 218 F.‘Supp. 208 (E.D. Mich.). &I, 344 F.2J 28s 
(6th Cir. 1965) (concluding’that product was a drug based upon representation;&+ product 
would cure a wide variety of ills); 1 Jnitemtes v. 3 Cart= 1.3-2. F.. $pp. 569 ($.D. 
(concluding that products at issue were drugs based on ma&ac&rer representatf&). 

Cal. 1951) 



[Even before the 1950s. there are many examples] of[FDA’s] interpretation that 
cigarettes and related tobacco products are not a “drug” under the Xct c~ccpr 
vvhen there are health claims, including correspondence betiveen the agency and 

members of Congress. . . . These records, including correspondence dattny from 
at least as early as 1940, show that the Commissioner’s interpretation teas in 
accordance vvith the contemporaneous construction of the 1938 Act by the persons 
charged ui th its administration.’ 

“.., (,I 

FDA’s ,admissions. ,are not limited,,to the tobacco. cogex;tJut, exte”nd to.t!?,~.,pham~~~ccuti~~~l 
. . .., ... 

context as well.: For example. in 1967, former FDA official John Jennmgs acli;io~v”l&& tll;~t 
,. :: :. ,. p,;, ‘ ..i . ,I)_/ ~ -,I ,;:&y ,. j’_ ‘.$“!,, k!j a’; ,” .: I 

‘*[iIt is the manufacturer who,chooses, the u$iic@ons to be inv*e$ga?$and de~ern&es,thr 
,. ../_ , “_’ j_. .&&$y ” ^. ,i^, ;.;~&,~~:,.;. d” ;: 

dosage level f&&ich he,@ill seek, FDA approval”;’ FDA’s 
*.,y -,( Jo ,‘!“>Gt “I c ,, “:,yy&*‘;,>; ‘(, ,... / . 

hmited role is “to decide that 
+,;(’ j_ ; ’ ,’ ; ‘ II ‘:. ._ *, ;: ,#[‘i 1’. ;,t;, , 

proposed usage?&id’levels are both safe and effective, based onthe @$a submitted by the 
:+-; .,’ . *i..tia , ,. .,.I. I ~;&,“t 3! -. . . . >.. *” .f.. ,:- I, 
’ 

$<>> * ..;.:y>p+ ai .;, “c : 4 ., ,_ z .-<xyr. 
manufacturer.“‘~, Similarly;a former Bureau of Drugs Directorconcc$d that FDA “is neither 

s,. ; : ., ” 
authoezed or equipped to carry out studies of its own. nor can it control a firmTs,-decision about 

,.-*, ,, -’ 

the investigation or production of one of its drugs.” .metitive Prcblems in the Drug Industrx : 
1. r ~~~~~~~.~~~ ‘. I ,A% .‘?‘.\. ::: %.4(- I’ \ : I :: &:~,c:,.$ _ ,;;,,, :.s,,&c.:“~~ a., .ly~~-~~,.~, -’ 

_ . . > ,.,* .;s:.* _ ~ e&3, ,id 
‘) Bllef for Appe,lees, at 14-15, 22 n&, v ‘?? :. ‘T\ a&%. -‘.&- xI *-‘3”-’ .’ ” 

Ha, 6?5 F.2d 2q6 (D.:C!,, Cir. 19&I ) I So. 
79-l 397);.~ Bureau of Chemistry, United States Department of Ag&.tlture. Sen;ice and .~. 7 
wlatory Ane.No. 13, The SWUS of Tobacco iund Its Premtions Under the Food 
and Drugs Act 24 (1914) (“[Tlobacco and its preparations. whei-&&&~ .’ . .” t6 indicate their 1132 

for the cure. mitigation, or prevention of disease, are drugs vvithin the meaning of the act a~lcf. .IS 
such, are subject to [its] provisions. . . . [Tlobacco and its preparations which are not so lubelccl 
and are’;& for smoking or chewing or as snuff and not for medicinal purposes are not subject to 
the provisions of the act.“); May 24, 1963 FDA Bureau of Enforcement Guideline; -in 

c7 -.r,~.i.--.;,.ul.~i~.,?,~.,,,.“.~~~~”~~~ ., . 

-; ubhc He of 1971: He-s Before the Consumer Subcomm. ot’th~ 
: 4 Senate Co- on Co-! 92d Gong. ‘240 ( 1972) (“The statutory.b%s for theexchrsion 0 t 

tobacco products from FDA’s jurisdiction is the fact that tobacco ni&&tcd for chewing or 
s-5 smoking[,] without accompanying therapeutic claims, does not meet the definitions . . . for food. 
2 drug, device or cosmetic.‘*); wette Labeling Advw - 1965: Hearings Before the 

House COWI Fov 89th Cong. 193 (i965) (FDA Commissioner m.- 
Bar&in’s testimony admit&g that F’DA “has no ju&diciion under.the“Food, Drug, and Cosmetic 

- ,. ki Act over tobacco, unless it be- )* 
/. /. . . 

IO John Jennings, . * 
1967, at 14-15,. m for A1lPresw 

, FDA Papers. So\. ‘- .,‘ : ,,.:. , ‘,i y.; 



Hearings Before the SC ibcot-nm. on MonorxAv of the Senate Select COIIIIII. 011 5111311 ~115111~,,,~ 
p 
$$ 

03d Gong. 9406 (1973) (statement of Bureau of Drugs Director Henry E. Simnlons). c 

More recently, former FDA official Stuart L. Nightingale acknotvledged that **[\i ]I~;[c‘ 111~’ 

FDA can and does encourage the submission of supplemental NDAs for unlabeled uses. the @ 

decision about whether or not, and wheq, to submit.s@ a? application is the decision ot’tilc 
./ _.. 

sponsor.“’ ’ A contemporaneous trade press arti,fleiconfirmed the official’s conciusioll. 1 
..i I ., -~ .,, .: I _: : ,_ . 

Perhaps former FDA official !. Rjchard Crgyt rnz$! aptly summarized the reason \i 11). 
..7 _*. ,.” _I .I ““” 

FDA%etifient attempt to regulate allegedly fores&able, qff-jabel uses is improper u,hen 11~ ~~;~t~~~] 
.:. 
ie 

that: 

it is essential that those of us in regulatory agencies and in the legal professiorl not 
take offense at drug usage outside the packaye’insert merely because it is 
occurring. We must understand how our drug labeling system works and g 

recognize that such usage will occur as a necessary part of the practice of good 
medicine; and the more current the physician is in his practice, the more often it 

%F -. 
.- ~ -.TY. 

will occur. &&&X&Q& this. ye m v law cannot threaten tQ 
+. ~, .,,,,I ‘. . . USC! the Dackitgr; Insert as a tlghtregulatorvard for the practice of medrc __? * . Such a t&at would do {beneficial ; _’ would serve onlv to 

e the medical mofesslon for no good 
: irr 

bumose I3 . “._ 
,-<, 
4:: 

* * * M 

In sum, the evidence is overwhelming that Congress, the courts. and FDA have. for 

nearly a century, considered “intended uses” to be limited to claimed uses. FDA’s recently 

II Stuart L. Nightingale, Bd Uses of &proved l%ugs, 26 Drug Information J. 1 -i 1. 
142 ( 1992) (originally presented at the Drug Information Workshop, Oct. 1990). 

12 
&X The FDA we1 DO~P 1 Jse, U.S. Reg. Rep.. June 1989. at 2-3 (“Obviously. 

drug manufacturers are under no legal or regulatory obligation to discourage off-label druy 11s~’ or 
to legitimize unapproved indications by pursuing FDA approval.“). 

13 J. Richard Crout, lneraise of the I.owly Pe, 29 Food Drug Cosm. L.J. 139. 
143-44 (1974). 

6 

B-14 4 



promulgated Pediatric Rule is inconsistent with this uniform interpretation. Indeed. the PLX~I;U~.I~’ 

Rule is an even more dramatic departure from this iveil-settled understanding because It not 1~111~ 

treats “foreseeable uses” as “intended uses.” but it also purports’ to create 3. per SC: lc+ 

presumption that pediatric drug uses are “f&-eseeable” based qn nothing more than the 

-.. occuKlnce in pediat.c patients of the dii2;;e th,t~~~:.~~gt;kats:- 
F’Dxa’ ii& ‘this prcsu .., pp 

/ .., , .&“ ,. ,y,,: ‘;;.“*x&-&~,‘l.~. i .;;\, 
even &h&e the i&$iufa<turq expksjly dlsclatms -. r - * , 

7 
,c- 

-! 
Rule would seriously delay and complicate the process of obtaining FDk approval for pion& ;,-= #&I 

drugs and devices. .~~~~,‘~~“~~~,“‘~*~:‘” _ 
._ r, ; 

L& Many drugs and devices originate& are first approved and used o&de ilie United 

States. By the time FDA approval is sought, a range of uses may be documented in the literature. 

c-.* 
.t “i 
ChJ 

Important uses of a new drug or device also may emerge during the often lengthy period of FD.4 

I4 The Supreme Court is currently considering FDA’s new interpretation of intended use 
and its concomitant assertion of jurisdiction over tobkco products in FDA v. Brown & 
Wiltion Tobacco Co, I53 F.3d 155 (4th Cir. 1998). cert.granted, 119 S. Ct. 1495 ( 1999). 
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rei-ielv. & Cnited States t’. .\lron Chem. Inc., 879 F.ZJ 115-l. 1163 (3d Cir. IW~) (“Lo\\ L:Yc’z 

for drugs are often discovered after FDA appro\‘es the package inserts that explain ;1 c~I-LI~‘~ 
r 

‘(, 

approved uses.“). Some uses. however. are far more difficult to test than others, &h~‘t-s IH;L\. 1101 L.. 

appear economically important enough to justify the considerable expense ofsepa$c testiny. . . ‘- 326 ‘L‘. .:“. I .~” 

155(d), FDA cannot approve a drug unless ti of its “into 

III 1997) (requiring devices to be safe and effec,tive -for thsir “ 

for initial ap _ Iproval, bringing the drug or device quickly to .., 

by what is claimed in the labeling. A manufacturer with limited funding ca , .,.,~ 

fo reseeable uses may me& later supplemental testing and 
_ 7;. .>Yi.~i**y!% WdS. /, : e&+em@&pm2” 

manufacturer’s promotional claims about the product. So 

intended uses, however, none of the emerging new uses can delay or cqmplicate approval o F t llc’ 

original application, This Bong-standing view of “intended uses” enables manufacturers to plxc 

valuable new drug treatments into the hands of patients who need them in an efficient and 

expeditious manner. 
r~ii”“Clri,l.~~~~~,.“,~.i~~ _i .: .,~, : . 

Under FDA’s novel position that it has the power to define foreseeable uses as intenct& 

uses, manufacturers would be denied the choice to market a product for limited uses only. 

Because manufacturers must establish that all “intended uses” are safe and effective, no drug or 

Ii !& Michael P. Van.i$uysen, Note, Reform of the New Drug-Approval ProcesS, 39 
Admin. L. Rev. 477,488-89 (1997). 

/, .. 



device approval could be granted until every foreseeable use had been tested and ~uppor-r~~i 

Thus, the manufacturer tvould have to make an all-or-nothing choice: either test and obtmn 

approval for all foreseeable, uses as defined by FDA. or forego FDA approval cntirefy.“’ 

E\,en for a manufacturer opting to go forward and subject itself to, this onerous SC~II‘IIIL‘. 

FDA could force it repeatedly to revise its labeling and supplement,its submissions. conducting 

substantial ‘delay in obtair 
;,j _  ̂,.: _,._ ,.a. 

,. i. 

process;‘Mald qontin$ in 
..;<,c.:r. i, I ~A”,:&“; ..: ‘Q i -. .> ,,‘, ,,;.,* .,. : __, . ,_ L \‘.. ‘. ” _ 

more useful the new product turns out to De, me longer II woula IZJ~~~~,~,O get II approvea 
.i 

use at alI. In short, consistent application of FDA’s foreseeability theory would seriously 

obstruct a drug innovator’s ability to place valuable new treatFeqt;_i*r$q ihe, hands of ailins 
I,. ,~ li:.,, / ~~ua.i~‘%‘Y.-i*~.r.- .?a *~4*h,wwr. ~~~~~~~,~~~ ee?%ww*v?;” ! 

1 .’ 
patients. 

,., : .-i ,. ‘a i 
B. The Approval Process For Follow-On ProdqctsS,$$gld, Be Thwarted. _ .._ ..*. 

Consistent application of FDA’s foreseeability theory would create similar problems t;r _.I 

follow-on products. The ANDA.process to obtain expedited approval of a generic drug, s 2 I 

>, ^_ ~ , ‘: ,.:. : 
c? .-“.,,.a*?.b<%“~~~~‘~%.w 10 I”. -3. 
/, :., The problem does not arise Solely from a manufacturer’s actions. Xctio& of the nlccilc.li 

4 
&.A profession compietely independent of the manufacturer can t~~&~,~,,~~s~ foresqckle.S Fq- 

example, a physician, in the course of practicing medicine. may try a drug or device for a nw 
F”“: -1 use in a few patients and report the experience at a professional conference or in a medical t 
s-2 journal. Other physicians may try the new use. Their success may lead to further 

communications, perhaps on the Internet. Very soon. the use becomes foreseeable. But all 
“intended uses” must be approved by FDA and described in a product’s FDA-approved labeling. 

4 a-21 G.S.C. $5 355(a), 352(f) (1994); 21 C.F.R. $ 310.3(h)(4) (1999). Ifevety foreseeable USC 

,- were an intended use, then every drug and device with a foreseeable off-label use created in ttw 
:; manner just*d&ri~ed is b&g maiketed’uni&fully. 

_^_ . 

& . . 

-71 

kdd 
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C.S.C. $ j j j(j). and the substantial equivalence clearance process for t’ollo~\~-on &xicL\j. \c’c :d. 

~2 ;oO(k), 3jOc( f). (i) (1994 & Supp. III 1997). limit the intended uses that may be appro\.cd. 
P 

A 

See supra pp, B-7 to B-9. Specifically, the labeling of a generic drug seeking .WD.\ appr~)\ .t~ 

must be substantially identical to that of the pioneer. Saa ti h 3 q *j%(j)(l)(A)(v). (-t)(G): 2t (‘.I: R. 

9 3 14.94(a)(8) (1999). Likewise, a follow-on device must be “substantially kquivalent”^ib ti6 

medicate device. see 21 U.S.C. 6 36Oc(f)il)(A); and must ha~e.the.~~;ii”e’~~~tencird IIC; 
-  

I ,  

# 3GOc( i)( i)(A); 21 C.F.R. 9 807.92(a)(S) (199%. If thqse re$ 
,) j, ~~q%w.&$?-~~ 

dmv annmwl or clearance. See 21 U.S.%. SS 35j(iM4MB). 360(ti) (Sk --**a. -rr-- .-- - - - - - - ---- - - - 

wnrdc fnllnw-on nrdducts are nrohibited%rri’l 
. . v-w”, --*-- -“r ------- --- c-- 

not approved for the pioneer product and supported by its labeling. ‘. /_ _” c 

But circumstances at the time that a manufacturer submits a follow-on application -- 

generally at or near the end of the period of patent exclusivity - may be very different from tl10~ i #+s ..~,~~x‘>?+,*; “%9~~!~,‘“I .,~~~~~~:~~~~~~~~~~,~ i!’ ” .j Sl 

when the pioneer product entered the market. The pioneer will have been on the market for -I~IIIC’ rr 
r” 
k 

time, and important off-label uses may have arisen from the medical community’s experience 

with the product. ” Indeed, those may be the predominant continuing uses, as other net\ @ 

products may have rendered the original “intended uses” largely obsolete. 

No impediments to approval arise under the understanding of “intended use” that esistcd s -“>‘i”,gi’“;.,l‘ ii”i*p; “p..” W,~,.~ ,. 

before FDA’s pediatric rulemaking. As lo;g as the labeling of the follow-on product did not 
ki 

claim an off-label use, that use was not an “intended use” subject to FDA approval - regardless 

of how foreseeable, common, and desired it may have been. Thus. the follow-on manufacturer 

‘. . .\ 
One such situation is described in In re Orthnp_edic Rone Scre Products 1 .lablht I- w v 

w, 159 F.3d 817 (3d Cir. 1998), pet. for cert. hled, 67 U.S.L.W. 3684 (U.S. May 3. 1000) 
(No. 98-l 768). 
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simply would employ the same labeling claims as the original manufacturer and obtaill ~~~~~~~~~~~~ 

approval. providing the competition that Congress sought to foster in enacting the follou~-otl Lfr-tl$ 

I 
m .yy I and device approval provisions. 
.:j;:‘; f&j s 

By contrast. under FDA’s new theory. foreseeable. commO’n. &.&sir& o t’t-i;ll,c‘l ;I.~~< .I;L 
Y-2 ;% 
3 3 

: ,, .- ,__ ,’ 
“intended uses” regardless of what the ni~~,ufacturei;ciaims. A d’ile&la results. FD.i ~;L!J,IJ~~ I.~.. .: _” ,_, -( .L-:’ 

,. .-.‘“i.“+ ,.iirc;: 7,. ,_ ,.,I c ;:,,; ).’ ;) .I”:,, ..,;*, ~... &“&g : .,2”+,> , .4*;,.*. j; i” _*.-. ;:.b : %“: ’ ‘. $g: $& :* ” 
appiove% dru@d&4cd i.mii\ d o’f its i.$&&~‘~$%?~re supported by its labelmg. I&t+ 3,] . 

._, . . ,.; *~,,I i. *,, x -s--b .P ~:. :‘,Y,T., -4: &‘L 2::‘ p,,,Ls .;,c, ,;. __ -8 

q 

u.s,c. s:3$(a(i,; j1 t*f;Rs:& 2oi*j,.q14.94ia)(~:j ip&;g ~1”.,.U.~6‘:;.~~,~~6Q(k~,‘~~onc;;;I‘; 

c= - - .‘--:‘” d ,. ” ^ s... *+r 
C.F.R. 6 sol.5 (devices). Yet FDA cannot approve the follow-on prodlidt’if Its lahclcd usi< ‘I ,_ 

.- ; .--D .* r;<::,j 
;$Jy 

_. ,.,: +,@j:“ ;. .l’:-,; .- ,, j_* 
:&$ 

incll,de safe use;“s‘ ~~~ ,~iaim~d in thy ~~~~~~~~ i’or t~k pionker.~~oduct,~ ‘~.:!-r ~:s,‘c:-,-,,” 

A. ” 
3 “$.,l $ 355tj)(Z)(A)(v), (4)(G) (drugs); ia $0 360(k), 36Odi); 21 C.F.R. S 807.92~a)(5).(devices): ~cle 
“&J 

-:,. bi. ii. 
& 21 U.S.C. $ 36Oc(i)( l)(E)(i) (substantial equivaIence for devices). There is no exit from the 

7 
: ‘5; ,C’_ ._ ,;, ,&.. ‘* dilemma. The matiufacturer,of 8 gerreIW&%g?%U?&@ZYP t p@ise and ‘delay of a full “&i- 

Yt 
-, ::‘i :.>- drug application to obtain approval for these foreseeable, but unclaimed.’ &es. Such 3; s&e~~.. 
2.2 

however, would sacrifice the expedited approval process altogether. Thus, if applied t‘llithl‘ttll> . 

FDA’s new theory would thwart Congress’s goal of increased competition, jeopardizing rhe 

whole system for approving generic drugs and follow-on devices. 
.t 

FaithhI application of FDA’s new theory that foreseeable uses are “intended” - ~ci 

therefore subject to FDA’s jurisdiction - would also Lvreak havoc among drugs and devices 

already on the market. Drugs and devices are misbranded and cannot be sold unless all of their 

int_ended uses have been approved by FDA and are supported by the labeling. ti 2 1 U.S.C. 

$4 355(a), 352(f)( 1). Taken seriously, l?T)A’s theory would mean that each time an off-label ;lse 



for an approved product becomes foreseeable, the product ~vould become m~sbrandcd I lwattx 

its labeling Lvould not support all of its intended uses), and the product rvould have to be 

lvithdralvn from the market. 

D. Serious Issues Would Arise Regardless Of FDA’s Enforcement Posture. 
1 

To avert these difficulties, FDA might invoke “enforcementr$scret~o~‘~,~~ appro\‘c or * ‘, :, .’ . ,.: : .‘, 

allow the cq$ryed marketing of drugs and d&ices with unapproved “intende{ uses.” Such ;I ,_, )_, <1’^-(_ __ . 
,.. 

regime wo$d be un\awfu!. & Heckler v. Cheney, 470 U.S. 821. 833-34 (198~)(h~j+n~ that 
~>*1~~~ __ .’ ” I __Y’. .^ %./ ,i’. ..*;’ -. c ” N 

1 
agency cannot .susp&nd a statute). 

*, \..I 

Even if those diffiq@s C,OL@ be,su~zq,u~!~d. the Fp:$A has itipopt?t effects $;lt arc -‘p.,,i;“‘s~.: ,. 

not subject to FDA discretion. For example, violations of the FDCA. may be a predicate for 

state-law tort claims.” Moreover, competitors, consumer groups, and others often, challenge 

grounds. for such challenges. Thus, agency “discretion” is no panacea. 

* * * 
B $ 
B 

sr;s;, u, m.I)anek Med.. & 179 F.3d 154, 160-61 

it&, 857 F.ld 290, 313 (6th Ci;. 1988); Stanton 

(4th Cir. 1999); In 
1 
8 

Rendectin I. v. &tra Phm. Prods.. Inc., -1 S 
,~ ,, v,.w.. *y*. .a-b*.%q<,* ,a.w* F.2d 553,563 (3d Cir. 1983). An interesting example presently is awaiting the Supreme C’ol~t-t’j ’ 

decision whether to grant certiorari. & Ii, re Orthopedic Bone Scre 
. . . 

w Prods, Llabthty Liriy.. i 

I59 F.3d 817 (3.d Cir. 1998), pet. for cert. filed, 67 U.S.L.W. 3684 (U.S. May 3, 1999) (No. OS- 

1768). In that case, FDA refused to clear a follow-on device application with labeling clalrnln: 
an established off-label use, but approved an amended notification that included only the 
established labeled uses of the predicate device. The Third Circuit held that the manufacturer’s 

omission of a foreseen and desired off-label uses was actionable under a state law tort theory o t 
“fraud on the FDA.” & at 829. 

a, u, ,CeronoL;abs..c. . Sl&& 158 F.3d 1313,1316-17 (D.C. Cir. 19981: 
Corp. v. FDA, 51 F.3d 390: 395 (3d’Cir. 1995’). 
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reviewing court is: 
i 

to tind that interpretation which can most fairly be said to be imbedded in the 
statute, in the sense of being most harmonious with its scheme and with the 
general purpos& that Congress manifested. 

u’at 215; s~al.aFTCW~Bros.., 359 U.S. 385, 389 (1959) (“[Olur task is to tit. 1 t 
m, 

possible, all parts into an harmonious whole.“); Gustafson v. AUard Co,, 5 13 U.S. 56 1, 5 70 -_ C?,,, - >,,,” ‘” : : : ‘rp;,: 

7 
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( 1995) (“The 1933 Act. like every ‘Act of Congress. should not be read as ;I series o~tlllr~~jL,~Lii 

and isolated provisions.“). 

To be sure, FDA’s statutory interpretations are entitled to deference if the Act is 

ambiguous. $QZ Chevron U.S.A. Inc. v. Natiod Resources Defense Council. Inc,, 467 U.S. s?- 

( 1984). That principle, however. only sets the framework for judicial analysis; it does not, 
c 

t. I . . m e. 1 .,.-.- -_ - --- -. 

an agency to inject avoidable disharmony or disre~~~-~:an,“$rnbedded” statutory meaning. l.. ,. ” , _ v,.y‘, <*q&y ; ,.. _” 1 ,/ .; -; ~w-,:;.y~” “,!.< i-a. (_ \e . scc Ici. 
I 

at 2 16,225 (disapproving an administrative constru&ooYeven though it could “be reconci!d I r$t*.&.:: .&-::; ) _ ? ~:,,,.,. .\, ,_ (.S.. .* .‘: 

with the language of the statute itself’). 

An important element of harmony is wistency. The Supreme Court has rejected 

constructions that require giving inconsistent meanings to the same words in the same statute. 

*,u,National InBeDendentlns. V. . , ,, _, 5Q8 u. 5. f1!9,4$0 ( 1993); l?5.&..C”Ti ,. r: 

enca Core. v. 1 Jnited States 1 462 U.S. 122, 128-29 ( 1983). It also has avoided ne\\ : 

definitions for terms with settled meanings that have been widely understood and relied upon. 

* iB, at 130-32. Where, as here, “the business community directly affected and the enforcln~ 

agency [a] the Congress have read [a] statute the same way for 60 years,” consistency, has ;I g 

6 
-. ,,q‘Xi,q&o4.‘.,.,., u”.k+w#.I: powerful claim. & Lj; 

As previously noted, and despite FDA’s contrary assertions, FDA’s new theory is 

contrary to the well-settled understanding by FDA, the courts, and Congress of the “intended 

use” concept. Important statutory provisions that are understandable and functional when 

“intended use” is determined by claims would become unworkable under FDA’s new theory. 

Far from seeking harmony and consistency, FDA’s new theory is mere expediency, a linguistic i. 

juggle intended solely to create jurisdiction over off-label uses that Congress never intended. 
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b’. FDA’S ABRUPT REVERSAL OF POSITION AS TO ITS ACTHORITy 
TO REGULATE QFF-LABEL USES CONTR.WE.VES ITS L.o.VG- 
STANDING REPRESEXTATIONS ON THIS MATTER. 

4s previously discussed,.f?r years FDA conceded that its jurisdiction extended to c]‘,ii,~,~~i 

drug uses only. & w pp. B- 12 to B- 15. FDA’ s representations with respect to O~f-l&Gl 
: ~J.. 

pediatric uses in particular were no less equivocal. Indeed. former FDA Commissio&$ Da:id ,, ,, I _. “.e*x+” 
^ . . ‘-i 

Kessler admitted thz it FDA la~~~$~L~$@?rity to requ& a manufacturer to condtict pedi$6?g”J 
“. ,,, ,. ..; , ,i\^ 

wh\ch the manufacturer dsd not wish to ..L. seek aDbrov&l 

*tge FDA @I. increase pediatric indi+i&, I need t+, ‘ , ,^ ;. ,,; ,“r ..‘T _“* ,. > 

. . . . Thus, ma of law. if -catIon contans Indtalons onl 
adults. we’re stu. 

y for 

. . . 

. . . [DIespite [FDA’s] public health mandate, &Y FDA cannot cMlge1 firms 
. . or D- 20 

tQ 

,” 
In promulgating the Pediatric Rule, FDA has done a complete about-face from’@. “’ 

.*“$-w w-.~w~~~~*.~!+~~.~:r ii’ ” ,f 
L”; ! ,. v M Kessler’s remarks on this issue. &spite the admission by FDA’s former Commissioner that 

..,. I , 
y-\ 
‘, 

as-,. 

*” / 
Y 

“FDA cannot compel firms to conduct trials” on pediatric populations of a drug for tvhich the 

manufacturer seeks approval for adults only, FDA now asserts the authority to require precisci!. 

20 . . . . David Kessler, -ofA Cmv of PedlatrlcS 
(Oct. 14, 1992); e,H.R. Rep. No. 105-310, at 25 (1997) (“FDA has neve? had freedom td ’ 
require evidentiary showings that exceed what is required under the Iaw for an approval.“). 



I 

such testing. ti 2 1 C.F.R. B 3 MS(a) (requiring NDX to contain “data that arc ;ldc‘clLILLtc‘ it, 

assess the safety and effectiveness of the drug product for the claimed indications in 111i l.Llc, L,,,t 

pediatric subpopulations. and to support dosing and administration for each pediatric 

subpopulation for which the drug is safe and effective”); d $ 201.23(a) (warning that .- 

:. ,, >‘ *. 
manufacturers of marketed drugs whose labels “do(] not provide adequate information to jllpp(>rl 

, ,,f,:” its safe,an.d, effective use in pediatric populations for the approS& indichtions may 1~~ r~clllll~c‘~~ lo 
., ” ’ 

__, submit an+apphcation containing data adequate to assess G&ether,& drug product is safe ally 
,” ,~,“. ;*:,&<*~5& _’ 

effective @‘pediatric populations”). FDA’s current view that it can, indeed force manufacttirers 
.),, ‘) ,‘I. ~ .%i ” ‘,<, -. : , ,- ‘;., ;z. ‘;;,. e&$$i&.i ::uc~~:: *&d * ;’ 1 r + ,,f/.$q&:y.;:~ ,&?? i ’ 

I’. .. ai, ‘,I ‘*:,. >,’ 
to seek app:q,ya! ~&,qff-iabel uses of their dmgs is Utterly hmGi&pi “it&,,f~yi~$s$&*s 

< ,” ‘.‘.‘;, ‘.. ,- ,, ., -. ‘. ‘, :. ‘ii ‘8.. +v;y$, ‘q” ?3 ..::*s., ._,- ,..y. v>“(.‘.‘- 
:, concession that FDA lacks “authority to require manufacturers to seek app”&al for indications 

which’they have not studied.“” 

Despite the previously universal consensus that off-label uses include pediatric uses o t‘ .I 
drug approved for adult use only, FDA now claims that such pediatric uses do m constitute ot‘t: 

label uses. & 62 Fed. Reg. at 43,907. Specifically, FDA argues that ehildren no longer are 
“viewed as a population entirely distinct from adults” but rather as a “demographic 
subpopulation.” I& at 43,9OO-01. Therefore. according to FDA, “use of a drug in children 15 110 
longer considered a new indication” but is now merely a use of a product for its “approi.ed 
indications in a significant subpopulation.” 
66.657. 

U at 43,901, 43,907; s 63 Fed: Reg. at 66.6X 
. j. .r*** 1 ._e,- *ir.v?&*.&% -.- ;i- ./, 

FDA’s effort to revise what is generally understood is internally inconsistent. On one 
hand, FDA pretends that children are not a distinct population but merely a “demographic 
subpopulation with many similarities to the adult population.” Ser; 62 Fed. Reg. at 43,90 1. On 
the other hand, FDA has imposed extensive and onerous new testing requirements - and e\.en 
required manufacturers to develop entirely new formulations of their drug - speciticailv for that 
so-called “subpopulation.” &g 21 C.F.R. $4 201.23(a). 3 1-1.53(a); see also 62 Fed. Rei. at 
43.901 (“Correct pediatric dosing cannot necessarily be extrapolated from adult dosing 
information. . , . Potentially significant differences in pharmacokinetics may alter a drug’s 
effect in pediatric patients.“). The stark contrast between FDA’s justification for the Rule based 
on the professed similarities between adults and children and the dramatically Bifferent testing 

(Conrilllu1 ) 
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Given such a dramatic reversal. the Pediatric Rule I~III come under far more e~;l~tlll~ 

scrutiny should this Citizen Petition culminate in a court challenye. &, Q. Good S 
;1111111‘11,111 

Hosp. v. ShaI&, - 308 U.S. ,402. 417 ( 1993) (“An agency interpretation of a rclei,ant prol.isioll 

\\kich conflicts ivith the agency’s earlier interpretation is entitled to considerably less de[crcIlcc 
‘; 1’ ._ 

than a cokistently held agency view.” (internal quotations omitted)); Telecomml _ ,~ mication3 ,~” ,‘. _ 

Res~h & Action Centerv. FCC. 836 F.2d 1349, 1,357 n. I? ~Q.C. Cir. 1988) f‘b+ !vc ll;l,.c‘ 

often saih, the weight we accord an agency interpretation is determine! 
“&,*~c ,‘. in part by the 

,. I ‘~-.I:, 
interpretation’s consistency with prior agency pronouncements;‘& well as the length of tinlc tfl~ 

. . . ‘,. . I ,G- _I :‘ i ,.2 ,.,_, _ , 
agency has appIied its interpretation and whether the agency made its interpretat@ 

contemporaneously with the enact,ment of the statute.” (iniernal,-quotations omitted)). In light of 

the Pediatric Rule’s irrationality and inconsistency with FDA’s interpretation of the FDC.4 in 

- 

other contexts, the Pediatric Rule will be unable to withstantAy)lcjh+ scrutiny. , ..~,~.ra~~..;r~~~~~~~~~;~~~ 

(. . . Continued) 
and formulation requirements mandated for that supposedly similar “subpopulation” underc~lrs 
FDA’s efforts to consider off-label pediatric uses as being Lvithin a manufacturer’s intended 11s~‘. 
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APPENDIX C: 

IFICATIONS PROW?E THE 

r rm A’s TO PROHIBIT “FALSE OR MISLEADI? 

Tj-% RULE. .: . . . . . . . . . . , 

---- 

%NS FOR USE” CANNOT SUPPORT ’ 

IV. FDA’S AUTHORITY TO REQUIRE SUBMISSION. QF DATA 
CONCERNING INVESTIGATIONAL USE AND TESTING OF 
DRUGS CANNOT SUPPORT THE RULE . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . ..C- 1 1 

.> r . . ,.lSi> r.,,..~~*-w.“~. , *,+~-~~~~~~l~~~::” 

V. FDA CANNOT RELY UPON ITS AUTHORITY “‘TO ISSUE 
REGULATIONS FOR THE EFFICIENT ENFORCEMENT OF THE 
ACT* TO JUSTIFY THE RULE ABSENT ANINDEPENDENT 
GRANT OF STATUTORY AUTHORITY . . . . . . . . . . . . . . ..I... . . . . ..I.. .I.... , . . . . . . . . . . . . . . . . . . .C- 1 Z 



NONE OF FDA’S ASSERTED JUSTIFICATIONS PROWDE THE 
yECESsRY STATUTORY. MJTHORITY FOR THE PEDIATRIC RULE . 

.Yr.. 

In addition to the numerous shortcomings of the Pediatric Rule previously discussdd. the 

statutory authority relied upon by FDA to support the issuance of the Rule is clearly irrs‘uftldicnt. 

“It is +$m#c;~I~J ~tI,~~~~r$$@~,e agency’s power to promulgate le&lative re,villstio‘iis3~ I .,, . . . .,.;. *. “I .,:‘:Q?::: 
‘niv. Ho J&. c ,‘s, 

_ci_ limited to !.k $%Fq de’eg”e4~~~Congr~ss.” Bowen lf- ~yy!~t: sy- r::: ~I;, 

2?$,J2Q&(,1988); a&ord &ilwavI..abor Executives’ Ass’n v. Nat&al Mediation Bd., ?.$‘r.ZJ , ._ ,,:. ‘; ,_ .:-:, ;-;;-.“T . . .,. 

655, 670 (M) (“[IIt is beyond$avil that, an agency’s power is no greater than that delegated / i. .,.. . . ‘i. -_ + ->.,,^i:‘.:,. I,. ).. : : ,:,. ‘, 

to it by Congress.” (internal quotatitiqns omitted)), UEK&Z&Y 38 F.3d 1224’(D.C. cir. 1994); 
.,,* 

Servs. Ass’n v. FTC, 767 F.2d 957,965 (D.C:Cir. 1985) (“The extent o’t’ [%I 

agency’s] powers can be decided only by considering the powers Congress specifically granted it 

in the light of the statutory language,and.back~~nd~~~)~.,~~.~~~~~~,~~~ 

-In apparent recognition of this well-established principle, FDA has invoked a hodgepo&_e 
.: _ 

of miscellaneous statutory provisions in support of the Pediatric Rule. None of the reiied-upon 

provisions, however, provide FDA with the requisite statutory authorization to require 

manufacturers to (1) conduct clinical studies of drug uses for which they do not intend to seek 

: w ~t*h*i~u:?~~~~‘R.~‘“~~~~~ 4’ ‘, approval and (2) devise formulations of the drug tailored to those uses. Far, from being a 

permissible exercise of delegated authority, FDA’s promulgation of the Pediatric Rule represents 

an unprecedented and unauthorized foray into controlling the marketing decisions of private drug 

companies concerning which drug uses to pursue and which formulations to develop. FDX 

should therefore heed the words of its former Commissioner by acknowledging its lack of I@ 

authority to promulgate such regulations and immediately revoke the Rule. 



1. FDA’S AUTHORITY TO PROHIBIT “FALSE OR MISLEADING” 
LABELING CMXOT SUPPORT THE RCLE. 

FDA has asserted that its authority to prohibit “false or misleading” labeling pro\.iJcs 111~‘ 

necessary basis for the Pediatric Rule. & 63 Fed. Reg. at 06.657. Spccitically. F-D.-\ ci;ti[llj 

that it may find the labeling for a new or marketed drug to be “false” and/or “misleading” if it 

does nqt i$ude in@Fatjgr! supporting the use of that drug bn pediatric populations - C’IW 
: : .’ 

though the,‘label explicitly states that the dtig is for use by adtilts only and has not been tcstcd OII aiL ii‘..,, $ “‘y., .‘;‘*,&. ,i .,: *_ : 1. .’ 
chil&&&as~d pn this sypposedly “misleading ” labeling, FDK”;*-c& fhen either deny the SD.-4 11’ 

the &-ug is a, new drug or, if the drug is already on the market, ‘$&lare the product i0 be L,” .I _ : . . 
“misbr&d@.” &g 21 USC. $5 352(a), 355(d)(7) (1994 & Sllp’$. III 1997). The commonst’nsc’ 

definition of “misbranding,” however, demonstrates that this argument is fatally flawed. as do 

.- 

” 

FDA’s own pre-Pediatric Rule regulations. 

As an initial matter, even the temr~~rni-sb~ded”‘,.~~i~:IiDA’s conclusion. By its W~IIX. 

that term suggests that any alleged “misbranding’* can be remedied by changing the nording on 

the label. FDA’s reliance on its “misbranding” authority as giving it broad power to require 

additional clinical studies and the development of pediatric formulations - as opposed to a 

reworded disclaimer - is misplaced. 

y ~“~c~~.xi,~.:.:q-;~~~~~~!“~*.“- 5‘. ,‘g:q< Moreover, FDA’s pre-Pediatric Rule regulations already ensure that the labeling for druss 

that the manufacturer seeks or has obtained approval to market for adult use only will not be 

“false” or “misleading” with respect to pediatric uses. Specifically, pre-Pediatric Rule 

regulations require the label to incIude detailed information fully disclosing not only infonnatlon 

concerning use of the product on adults but also the “limitations of usefulness of the drug” on 



pediatric populations. 21 C.F.R. S 201.57; & $ 20137(c)(3)(i) (1999). In the pediatric c’~c‘\t. 

for example, FDA regulations unambiguousiy provide that: 

If the requirements for a finding of substantial evidence to support a pediatric 
indication or a pediatric use statement have not been met for any pediatric 
population, this subsection of the labeling shall q+tain the following statement: 
. . tv and effectivemss in peditic patients have not been establishecj.” 

.o :: 
a 9 201.57(f)(9)(v). FDA also requires any hazards aiGx%ted wit6use of tlle’.~;jpon.I;~~Iiat~i~ 

_‘- 
,% ;-g $1 >< Jj. 2 “i ‘.‘.“,.;,‘ ” .,,‘,:y. “. ,, 

pdputatibns to be d&cribtz$jn tfie la@i%g. &“& !t IS hard to Imagine how a label acckwl~- .- .*;, ,.. *.‘ ! _ . . -.l 
-- ,:: (, 1 ~;~&>~,.: . . ‘I ,“.,.” .,.,I (, ,... ‘<_ .,,. :” ;r; : _.~ 1 - 

diz&sing &e iack &‘testiri@, oti’childien &f g dr@ &&eted eGh.&ve$ for.adult u& could tx : . ,... Iz .&&Mq!k. I “‘, C-6 
considered “false.” 

“1” 

:, ..,., 
.‘.,, Nor can such labeling credibly be deemed “mi&ad.$ig.” ‘~*&drding’td one dictionary. 

, ,A” i: .__. ; (,,. 
the term “mislead” means “to lead in a wrong direction or mto a misiaken action or beli&f o ften 

by deliberate deceit.“’ Labeling that unambiguously discloses that an adult-uSe drug has not 

been established to be safe or effective for pediatri ‘e.~d%s7 ~~ih.li”~~~~~,:~~~*~~~~~~~~~ *y.evld not lead any reasonable 
\ .;:., 
person to believe incorrectly that it is safe and effective for children. Rather, people accuratel>~ 

-, *q,~~-.. j 
conclude that insufficient data exist to support use of the drug,ori pedia&c populations and that 

FDA therefore has approved the product for adult use only. 

With respect to already marketed drugs, Congress has provided additional guidance ~1s to 

what constitutes misleading labeling for purposes of deck&g a marketed drug to be 
Tpl ‘~.-civ);,,.~~“~~ri. > <..-;“..bq‘>,” ‘VT-C .I ..? ” 

. . . 
.’ 7 

..; 
uz;b “misbranded.‘* Specifically, Congress has allowed FDA to consider: 

not only representations made or suggested by statement, word. design. device, or 
any combination thereof, but also the extent to which the labeling or advertising 

I \ Dictm 744 ( 10th ed. 1997); & The American 
. . 

Heritw Dtctlonacy 803 (28 ed. 1982) (defining “mislead” as “[t]o lead in the wrong direction” 
or “[t]o lead into error or wrongdoing in action or thought; deceive”). .’ 



fails to reveal facts material in the light of such representations or material \Gth 
respect to consequences which may result from the use of the article to which the: 
labeling or advertising relates under the conditions of use prescribed in the 
labeling or advertising thereof or under such conditions of use as are customary or 
usual. 

‘1 U.S.C. 9 -- ’ 771(n) (1994).’ In other words, both affirmative representations and omissions ot 

material facts concerning consequences resulting from both labeled and customary &es of the ?. 

drug are relevant to the det:rmination of whether a l?bel is “@sle$ing.” Even if pediatric USC o t ., ;.L”:Y,-:w.. : .*-. /_ ;-t., ,/ .,: .,- f ,,,. .I,^. ,,&,” ,x __ “1, . 
an a&&-use drug might be “customary or usual ‘* in some circumstandes, however, a label, full> ,:;y,*;“L,,. : . . ., .: . >.;.,. 

..“.,*,+%,@g’. , ,$ <!i’, “. 
disclosing that an a&it-use drug ‘has ndt been established to be safe or Fffectiveiin pediatric _ 

whether a label is “@sle.$ing.” Even if pediatric USC o t 
: 1 .,,,-” .,., ^. ;& ,v.:-r <-“” ,x __ “1, 

mary or usual” in some circumstandes, however, a label. full> .- -A%!L : . . ., .: . >.;.,. 
..“.,*,+%,@g’. , ,$ <!i’, “. 

“ drug ‘has ndt been established to be safe & Fffective ;in pediatric _ 
.^( ,. ;,, _, ._ 

populations cannot be misleading. ‘* The label contains ne$ther affihatiie representat@& nor . I +,, _,, , 1 ..;.“, ; _ ,. _’ ., ,, ,., 

omissions that would lead a reasonable person to believe erroneously that such safety and ., :!;>.~..,s.,>;: “h’*-“-. *:., _\ ,^ j 

effectiveness had been establish@. On the contrary, the labeling would have to be whoIly 

disregarded for someone to reach this false conclusion. 
_ .*< .,,.,” ,. _*(. ..,. , . “. ,* ~~,~~~~“..,~~~~,~~“~,,~~~~~~~~~~~~~,~~ E :y I -,.-- ., 

In sum, FDA cannot rely upon its authority to prohibit misleading labeling to justify the ,’ 

Pediatric Rule. FDA’s own pre-Pediatric Rule regulations already ensure that the labels for 

adult-use drugs contain accurate and complete disclosures concerning (1) use of the drug on 

adults, and (2) the lack of suffcier$ information concerning the drug’s safety and effectiveness 

on pediatric patients to support use on that population. r;u 

!d 

? Congress did not apply this provision to new drugs, perhaps because new drugs have not 
yet been marketed and therefore cannot have acquired “customary or usual” uses. 



11. FDA‘S AUTHORITY TO BAiV DRUGS THAT .ARE DANGEROUS 
WHE? USED IN THE MANNER PRESCRIBED, RECOhIME~DED. 
OR SUGGESTED IN THE LABELING CANNOT SUPPORT THE 
RULE. 

tn a further attempt to justify the Pediatric Rule. FDA has declared drugs approi,ed t’o~ 

use on adults but not on pediatric populations to be “dangerous to health” tvhen used in the 

manner “prescribed, recommerided, or suggested in the labeling thereof.” 63 Fed. R&. at 

66,657; 21 U.S.C. S$ 352(j), 355(d) (1994 & Supp. III 1997). Based on the alleged +*ciangcr” 01‘ 

such drugs, FDA now asserts t&authority to require manufacturers to conduct pediatric studies 
‘~@&g -. ., ’ 

and develop appropriate pediatric formulations to render the drug “safe” for use. & 2 1 C. F. R. 
,.. > 

$ 201,23(a) (providing that manifacturer of marketed drug “may be required to submit ‘an 

application containing data adequate to assess” safety and effectiv&ess of drug, .inciuding dosage 
- 

and administration in some or ali pediatric subpopulations and “may also be required to develop 

a pediatric formulation”); & $ 314.55(a) (requiring new drug manufacturers to conduct pediatric 1 .~,.j~,,r, ., +,>.* r*I “ul,., ~$.q+~.hC~ ..~:r~~.~~,~~~~~.,~~~~~-~~~,.VI-u ‘” _“, 

studies and develop pediatric formulations). If the manufacturer of a new drug does not conciuc‘t 

such studies and develop appropriate pediatric formulations, FDA presumably would refuse w 

approve the NDA on the ground that the drug has not been shown to be “safe for use under the 

conditions prescribed, recommended, or suggested in the proposed labeling thereof.” & 2 1 

U.S.C. 0 355(d). For marketed drugs, FDA threatens to declare the drug to be misbranded on [lx 
m b .-~~,,,~..~;~~~.~~~,,i,.. 3 I 

‘4 
: -_I 

‘i 
a.J ground that it is “dangerous to health when used in the dosage or manner; or with the frequent>. 

er duration prescribed, recommended, or suggested in the labeling thereof.” & & $ 3SZ(j 1. 
..J 

., .” FDA’s reliance upon the purported “danger” of an adult-use drug, however, is misplaced. 

For FDA to invoke $352(j) or 3 355(d), it is not enough for it to assert that a drug is 

“dangerous” in the abstract. Indegd, even a drug as seemingly innocuous as Tylenol can be 
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dangerous kvhen used in ways that violate the labeled directions for use. Rather. the drus 11111~1 

be dangerous when used in the manner “prescribed. recommended; or suggested in the I ;1I>cllfl~ 

thereof’ for FDA to ban it on this ground. 21 U.S.C. $6 352(j), 355(d); ;Iccord ,4nlericrm WWIII 

.qss’n v. CjFeinbggg, 377 F. Supp. 824, 825 (D.D.C. 1973) (“[T]he term ‘safe’ is us~cl in 
t-3 4’s 

rnnittnrtinn with the nhrace ‘for use under the conditions ore&bed. recomntenderl 

labeline thereof., When taken 

is ‘safe’ is oremised on the drug*s use in the 

the labefinti ensures I 
. . 

. 
I ‘_ “,c,. ‘_ ,:>., 

to S 352fil if thev are unsafewhened m a manner nropcx 

As previously noted, the label for a drug approved for adult use only does m propose 
* _ 5. :., . 

use 

Rather the label must ‘C“o’ntain of the product on pediatric populations. &x m pp. C-- 7 to C-4 ,. . 
..* ~~~~~~~~~~ ,+v?? ’ . ,“. ,.,: :.w,w’w.-*- . ;, . >. ,. ..’ .),, “; ..~ .*i )_ 

an express disclaimer advising that “mfetv and effect1 
,.,- . . * . . 

ta m pewc oattents 1tave’iiGt hwl . .~ *’ : 1,: . ., .: . . . 

m.” 21 C.F.R. 5 201.57(f)(9)(vi). Such a labet.cannot,be considered even to sugscst .; ‘,. 
x 

.r Similarly, FDA’s reliance on 4 35 1 of the Public Health Service Act (“PHSA”). \\.hich 
requires biological products introduced into interstate,.co,m.merce to be “safe, pure, and potent.” to 
support the Pediatic Rule is misplaced because biologics are subjkct to the same safety and c 

efficacy requirements as drugs. ss;l; 42 U.S.C. 5 262 (1994 & Supp. III 1997). Before a 
__ .,+a, “., ..c+we.~,.*iu y *#:,?v’ manufacturer may submit an application to receive a license for its biologic pursuant to the . 

PHSA, a biologic product must first have been,~tudied”~~~~rsln Investigational New Drug 
8 

Appli&&n: & 21 C.F.R, Part 601; FDA. Center for Biologics Evaluation and Research. ? 
s (last modified Sept. 23. 1999) <http://w\vw, fda.gov;cber faq.htm .5. ; 

Only after “studies demonstrate that the product is safe and effective for its intended use” ma>’ a ’ 
manufacturer submit data to the Center for Biologics Evaluation and Research as part of a 
biologics application. ss;S; id, Once a biologics license has been approved. FDA may rex.okc tht: 
license if it finds that “the licensed product is not safe and effective for all of its intended uses,.” 
2 1 C.F.R. 5 601.5(b)(6) (1999). In any event. interpreting “safe l ’ under the PHSA more broadI> 
than “safe” under the.FDCA would .ev&era@+the, y$j-$ly crafted drug approval .scheme that 
Congress established in the.FDCA.” 

,~ . 
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much iess prescribe or recommend - use of the dru= (I on pediatric populations. MJ t-D.\‘., 

contrary claim that an off-label use can be “suggested in a dru, u’s labeling” e\‘en it’ that MINX 15 

not expressly recommended pr is even ~&J.&X&‘* 63 Fed. Reg. at 66.655, contradicts 

congressiona1 intent and judicial pronouncements on this phrase. & App. 6. pp. B-3 m B- 12. 

This is particul@y true for prescription drugs, where no serious claim can be made that ;I hi$ll~~ 

to an.explicit proposal t‘or actiofi III 

in “the physrcian ma) 
., ,, &*;i* &_ “I : . . . ,_ .j.:I., _ 

‘I . . . . 

wish to consider.” :. s,., 
‘S .” -“.,$cyx _^ ;,..,,. ,. , .,, j 

FDATs Fe!ipce upon 21 U.S.C. 5 352cj) with respect to marketed drugs is particularI> .,. 

problematic. To declare a marketed drug misbranded bqed on this provision, FDA bears the . .“a~~~~,~,;~~-~,~.~~~~ %:.*.‘~m~lch~~‘*il*ahli*i T*’ ‘. _l. J’ b i_ 
For the dtug to be on”the Market in the first burden” of est&lis&g that the drug is dangerous. 

place, the applicant must necessarily have demonstrated to FDA’s satisfaction that the product is 

“a for use under the conditions prescribed, recommended, or suggested in the proposed 

“3 I. ! labeling thereof.” ti 21 U.S.C. 0 355(d). It is arbitrary, to say the least, for FDA now to LIO ;I 
iilL. 1 (/ ‘< &. ,. I’i I ; 
w 

complete about-face and declare that those same products are now unsafe as a general matter. 
nm‘“*s”“.=& il.> ..~~~~~~,~c~~~~.h~~‘E.~~~“~“~,~~ ,“.“^ ‘. e..> q _ ._ 1,:& ti &lw, Good -Efiosp. V. SKI&&, 508 U.S. 402,417 (1993) (agency position that 

conflicts with earlier agency position is entitled to less deference). Moreover. the mere fxt that 

such products have not been tested on pediatric populations does ti establish that they xc’ 

hi dangerous. It simply establishes that no conclusions can be drawn as to the safety of these 

products in those populations. 

.@-3 

i 
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FDA’s chosen method of forcing compliance iiith the Pediatric Rule further &x~c~I~~[I.,L~~~ 

that FDA has exceeded its authority in promulgating the Rule. If a druy is truly “dangerous lo 

health” as FDA suggests, then the appropriate remedy would be to declare the drug to be 

misbranded and withdraw it from the market to protect the public. & 21 U.S.C. &33$. _355(j ) 
9 

.-, 
( 1994 & Supp. III 1997) (authorizing seizure of misbranded drugs). FDA, howeVer, has dcclarcd 

that it does m intend to remqve the offending drugs from the market. Rather it i&%s to SC& 

court injunctions requiring manufacturers to conduct the testing required by the &&tric Rule. 
. . q&q&y : 

& 63 Fed. Reg. at, 66,655’:’ 
, ,. ._. i ‘,r.‘ _ ., 2, 

An injunction such as, {he one FDA.declares that it will seekwould~be nia&$bry rather 

than prohibitory because it would affirmatively alter manufacturers’ legal obligatio& iather than - ,-. 

prohibiting manufacturers from performing a certain task in the future. Mandatory-@unctions 
‘-5 

rulemaking. As the Tenth Circuit has stated, “[i]t is fundamental that mandatory m.cn&e klict’ 

should be granted only under compelling circumstances inasmuch as it is a harsh t%iiedial ” 
?- 

process not favored by the courts.” Citizens Concerned for Sepaatlon of Church & State V. Ci& 

&L Cmy of Denver, 628 F.2d 1289, 1299 (10th Cir. 1980); h -0s on Behalf of 

MM v. De I&wu, 102 F.3d 50,54 (2d Cir. 1996) (“[A] party moving for a mandatbry injunction. * _’ ,^l_>~., :w”s. “*.M$!r”,? I :A:, A 21 I..-, a ..::‘. 
which alters the status quo by commanding some positive act, must meet a higher sttindard.“); 

FDA’s rejection of the traditional remedies for safeguarding the public health against 

u 

9 + 
w 

“dangerous” drugs in favor of a contrived, ad hoc, and judicially disfavored remedy further 

highlights the legally unsound premises upon which the Pediatric Rule rests. 

In sum, FDA lacks the claimed legislative authority to require manufacturers tq conducr 

pediatric studies and develop pediatric formulations for their new or marketed adult-use &ugs 
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based upon ati improper characterization of those products as “dangerous” for 11s~’ under 111~ 

conditions prescribed. recommended. or suggested in the labeling thereof. Il’here the 

manufacturer never sought approval to market the drug for pediatric populatiqns to begin tvith. ., 

and where the labeling for that drug explicitly warns that safety on pediatric populatipns has not .(,. ‘.> <,. i. , ^ .‘, ,T. 

been established, use of the product on pediatric populations is not a. use “pre&$$. ,’ 
. -:, j>.,p “, /_ ,.: ,j . . . . 1. ,,!, **.,,* i ‘?i ‘- :‘,;f;yp:’ ‘:..t,,:’ ._ $$$ Tli y-,” 

,.., , . _, 
recominended, or suggested’” in the product’s labeling. 

,, .,z. ^. ,??., ‘.‘w.-, i . _. .e.+. 

., 
To justi& the Pedia& Rule, FDA also invokes 21 U.S.C. $ 352(f), whxh allows 1 f .II ,,._ .: 

,,.. _.: :~ ‘( 4. ,..‘<. j \:<, < ‘. ‘. ; i. .*“” .:j., .,:..+: “:J#’ ‘1 . .., L ,s,- T .,, 5;. ?‘“- -. ‘. ,I_ ._ _( ,z,, .~. “,, / 
declare a drug to be misbranded if its label does not bear “adequate dir&tio& for”&.” 63 Fed. ,“- , .).. *. 

Reg. at 66,657-58. Specificilly, FDA claims that the labels of drugs approved for adult 1~s~’ cfo > :- 

--y 
,’ 

,: 
,w 

not bear adequate directions for use because they do not contain directions for use of,the drug on / ,l.**; rr^,-,&r .:--“\L i,. r~.“~~i(,,‘ry~~~~!~.*~~~. WV+? ~~~~*,~ ’ 

pediatric populations, which FDA characterizes as a “common” use if an adult-use drug treats a ,*). ‘I, I,, 

disease affecting both aduits and children. & & at 66,658. FDA further asserts that it may 

therefore require maniifacturers to conduct studies of. a@ obtain approval for, use of their druy 

on pediatric populations or forbid the manufacturer from marketing the drug at all by declaring It 
“. 

to be “misbranded.” & & at 66,658; 21 U.S.C. 3 352(f). Once again. FDA’S purported ., .-.I*-“~~.+“*y-d”” ” :,. ..Z’ _ I i’ ‘2: jJ%i 
: . -i J justification of the Pediatric Rule is tind&e+ally flawed. 

7-y 

d 
With respect to prescription drugs, “adequate directions for use,” according to FDA. exist 

where: 

Labeling on or witbin the package from which the drug is to be dispensed bears 
adequate informgtion for its use, including indications, effects, dosages, routes, 
methods, and frequency and duration of admin&t!&~~, an+ 9~ relevant .&qds, 
contraindications, side effects, and precautions under which practitioners ‘ii&nSed 
by law to administer the drug can use the drug safely and for the wet 
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ivhich it is intended , including all purposes for which it is advertised or 
represented. F 

2 1 C F R. $ ZO1.100 ( 1999). For nonprescription drugs, . . “adequate directions for use ~IUIIS 

directions under which the layman can use a drug safely and for the ws t 
r 

‘or \vhich it is 
‘_ 

,.+; x .;; ,.,. , 
Despite FDA’s claim that “mtended uses” include both claimcd~;u~cl int&n&&.” Id. 0 10 I .5. 

foreseeable uses and that adequate directions for both k&t ‘&.@%ar on a prod&t’s labeling. & iLl. ’ 
, : .ii._ ,+ .:,;,y .t..;~~‘:.I,&. ,_ ‘“.< ‘p: ‘; x- ,. -“;41). .” ;i>,.* r p &CT “. i, ;.I’..: ‘%-.- ,. \ :‘$ A+%,y,. ! ‘.,^, 7’ , $ 

$ 201 . 12$ ( 1999), the “intended uses” 6.f;‘drug’.encompass only tiiose claimed by the [ 
> <al$‘-r$p;::~ x :.. -*$&sg; .,,I;,: <. ,’ g ;; ,.., y;:.5:. :: ) . . . li< 

mti&&furer, @ App. B, pp. B-3 iq B- 15.. Indeed”, $bbvp~~$ions of 2,pci, &i.drug 1~:~ \;&I,\ R 
4’<,,;. . ..‘,:“,~ ..- ‘,_., I. “:,_ 1. _ ; :,. 2~‘. -a1 :.,, * ._ . G .,, qrc-“.<~$ _I^ , , “.-” I ):‘! -2” i __ i 

become inoperable and unintelligible if “intended ~s$‘X~~~‘$&~t encompakd fckeseeabic 7.:. P .: I_ 3x*:*’ &; .‘/“‘. .: .“; : : _,., ,:: = . ,. i ‘: q;: . . .._ ,, _. ; ~,;“,@Cw~W~~ ” . . 5, : 
uSes in addltlon to labeled uses. & App. B, pp. I&15 io B-22. FDA cannot, under”&e guise 01 * 

ensuring that products bear “adequate directions for use, 
: 

“expand its authority to require 
c 
r 
pli 

manufacturers to bring on-label any arid all foreseeable off-label uses.’ r 
._ 

j .-. ., ~.“~,*~i.r;z)“++ >_, * : .~w.*~~:*~ .%~* -_ “h-dL ji “_ 
..**_ .w ,- ) ,.., . _ :. ~ ,. .$ 

. Lx 
&>*!.I- ;I i,.“, .._‘.,.,.” 

_.I* 
4 FDA’s reliance on its 1952 regulation defining the Words “intkded uses” is misplacccl. 

*” 

%63 Fed. Reg. at 66,657-58. CornDare 21 C.F.R. 4 201.128 .w,ith 21 C.F.R. 9 1.106(o) (1952) Li 
(demonstrating identity of “intended use” portions of current regulations to version promuI~;w~t 
in I952). Even if the regulation could somehow be read to support FDA’s novel foreseeabilitb 

f 

theory, for years following the 1952 issuance of the regulation, FDA repeatedly represented 1113t 
t 

its regulatory authority extended only to claimed uses of h product. sles: App. B, pp. B- 12 to B- I. i:.* .a *;.,y ,.,. 1 _ iyF”l “~$$z6a.,+*~‘,~ _. ,, 
13. in any event, an agency regulation cannot override congressional intent as evidenced in the 

F * 
r 

governing statutes. As the Supreme Court has long held. “[t]he rulemaking power granted to an 
administrative agency charged with the administration of a federal statute is not the power to r 
make law. Rather, it is the power to adopt regulations to carry into effect the will of Congress as 
expressed by the statute.” w & Emt v. Hochfelder, 425 U.S. 185.2 13 (1976) (internal 
quotations omitted). Indeed, the considerable reluctance with which Congress gave FDA ei’en 
extremely narrow authority to consider uses of a device not identified in the product’s labelins in 
connection with FDAMA confirms that Congress has always intended that FDA’s regulator! 
authority be limited to claimed uses of a product, absent an explicit congressional authorization 
to the contrary. a App. B, pp. B-8 to B-9. 
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In sum. FDA’s jurisdiction to regulate drugs extends only so far as the uses for \I IIIC’II III< 

manufacturer seeks approval. It does not include the right to require manufacturers to ~4; 

approval for pediatric populations of a drug labeled for adult use only. Rather, use on cl~iidr~n o I’ 

a drug approved for adult use only is exclusively within the province of ( 1) the manufacturer, b> 
i : ., 1 * _- _ . , ., . t 2 ,. ; “. 

deciding to seek annroval for pediatric populations and (2) the medical profession. Lvhich mav 

.=~~AEP nmFe+ccinnal iudmnent in urescribine the nroduc 

Ru<c’.FDA relies upon its ability to require manufacturers to submit reports of the data obtained 
_ “’ :: ,: :. ‘>. ,; -” I_ . ,, c, -.,,, , .,~ ‘*>$ii:y. .’ ;: )“$“? ,>,‘:.‘ ““r,,.: 

.: i ^ 3., -.:; ‘,. ‘^ ..“,>C’C” :I*,:,..“,, .._. , 

as a result of the investigational use and/or clinical testrng’of a drug. & 21 U.S.C.‘$ 355(i j -: :.‘. _ @‘>.., -’ . ‘. :;.;,. 

- 

(authorizing FDA to require submission of data “obtained as the, resuh of [the] investigational 
‘vi:. i ‘vi:. i _.  ̂ ..: A _ ./ _.  ̂ ..: A _ ./ 

:,... i ,̂  “.,, * I ,=.. . fd]?;,.~ M?mHb*.hpxj,*p 
I ” ‘;“.- , ,c . . . . . ..,‘, ._ ., , 

use of (a] drug” as a precondition for allowing such use); id S 355(k) (1994) (authorizing FD.I\ 1994) (authorizing l!D.I\ _, ~~,~.j%~~~.~,.~’ i. I- .. .j, -. ,r,_ ,__ ..I I .i, ,’ . . .j, -. ,r,_ ,__ ..I ,Y. .il ,’ ; ./i~. ) ,’ ‘/i ~. ;:a jl, x.2 ;:a jl, <,.A .’ .’ 3: 
to r&quire submission of “data relating to clinical experience and other data or information. information. 

~.~,~~~~. .‘ <,ys*+ .‘ 1;-* .,. 1;-* .,: -/:::, -/;:::. l_,_ . . l_,_ . . i i ‘ii ‘1 ‘ii ‘1 

received or otherwise obtained by such applicant with respect to such drug” to enable FDA to 
“,. 

determine whether grounds exist for withdrawal of approval of drug). These provisions, 

however, only contain m requirements concerriing’~clinica1 studies and other available 
1 q? 

,*,, 1.h;67-1”. .a~r~~~~“.,-~~~.~~;~“;~ t 

information with respect to the drug at issue; they do I& authorize FDA to require the :; : _; 

I $ bd 

manufacturer to generate new data - &., by conducting additiona clinical studies - particularly 

for indications for which the manufacturer does not seek approval.’ 

_’ _’ 
. II_. . II_. 

5 5 Tellingly, the Conference Report accompanying FDAlMA characterizes 4 355(i) Tellingly, the Conference Report accompanying FDAlMA characterizes 4 355(i) . . . . 
concerning requirements for clinical investigations of a drug as concerning requirements for clinical investigations of a drug as “Tsltreamllnlng “Tsltreamllnlng clinical research clinical research 

on drugs.” H.R. Conf. Rep. No. 105-399, at 21. on drugs.” H.R. Conf. Rep. No. 105-399, at 21. 
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Moreover. had Congress intended to grant FDA the authority to require the submissl~rll o t’ 

additional studies beyond those necessary to support use of the drug for its labeled indicutlons. it 

: *‘, -..^ .‘.,~. 
_, 

for indications referred to 0” the label. FDA simply cannot craft out of whole cloh ;-’ 
.:, ~. -y:’ .,~~&+. ,-,I .& ;, ~ _,I .,. 

,. requirement that manufacturers conduct resea$b.for. off-labe{$hcations bas,ed~,~~~,~statutes , .v..,y 2 -./. .. ..\. &L.‘i;!:.i , ._ .‘. ; : ‘,:..:~i’ *. <,i ,.,, !‘<:L T ‘. ,“, . . . _., :+.-.:A ; ..;, 1. :. .? .,.. ^_ :-’ “.,*“‘“$ ““-’ 
merelv designed to keep FDA informed of preexisting data concerning the drug? “MY= ‘- 

^. 

, 

$. i .’ :-i ” ‘.A ,.>,,2*,.,I’e I y<,$y;,$& s: +$. 

V. FDA CANNOT RELY Uf’i3N ITS AUTHqRlTY “TO iSSUE ‘-” 
REGULATIONS FOR THE EFgICigqT EN-~o~c*&&&i: oF i;iip, ;;, 

ACT” TO JUSTIFY THE dULE ABSENT AN INDEPENDENT GUNT 
OF STATUTORY AUTHOgTY. ._. __ 

FDA also relies upon its authority “to issue regulations for,the efficient enforcement ot 

( ,“-.t *J:,~~~I~~,~:~.~.~,~~~.~. *,rsr.~@ :,,;. , _ 1.:. 3.. 
the Act” pursuant to 21 u.$C. 0 371. This provision, however, does not.give FD.4 carte Blanche 

to promulgate regulations beyond what Congress has authorized. Rather, it simply provides rh~t 

FDA may issue regulations to implement Congress’s intent as expressed elsewhere in the FDC.\. 

Absent an independent statutory basis for the Pediatric Rule, this provision grants no authority to 
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[t is lvel[-settled that although FDA may reasonably interpret FDC.\ pro\-isions. I[ 2,‘~~ 

not have *‘the power to make law. Rather. it [has] the poiver to adopt regulations to carry III~O 

effect the will of Congress as expressed by the statute.” &z&feIder. 425 U.S. at 2 13- 14 ( CILHI~~II 

and internal quotations omitted). Under the standard for judicial re\,iew of ~lyency statute> 

interpretations, FDA is entitled to “deference, ” but only if the FDCA is unclear oc gnbigous. ‘i ;. .._ 
t 

Moreover, even if the FDCA is unc!ear, FDA’s interpretation must be reason@h$$,L’ In II$I~ 0 t’ 
: +~~+@qg$$ -. . ..:,‘.~ , :_ -.\“‘,‘;, 

the contlicting Pediatric Exclusivity provisions in FDA&IA and the, complete lackof statuton. 

autho,ity for FDA to promulgate the Pediatric Rule, a court could only conclude.t,liat FDA had ._ ._ .._. .a$“,‘ __ y 





APPjENDIXD: 

AeAirntinn to the nubhc of potentially massive resources in the form of research in 

potentially foreseeable pediatric uses ofl-he.,,pro.duct. The government can no more impose such j :..:. , ~.‘F+:i;..:,c. Qlr;:‘$,. ,_ .; ‘/ . ..+ .~ ;; ‘. *‘&*” ” , ., A. “-‘a:” !‘$<~<~;-t. ( _ 
a condition on its approval than a land-use conimtsston can’co’ndition an approval to bui’lda.ne\k 



factory on the builder’s simultaneous financing of a local school. &g ,Vollan v. California 
i 

Coastal Comm’n, 483 U.S. 825. 837 (1987) (characterizing an attempt to achieve a public 
.A_. :,. ,:; .,z*: . :’ .:‘ . , .* I ; 

easement as a condition of approving a land use as “an ouCand-out piahof’exiortion” (internal ~ ‘: p:.:. ^ z _ -’ ,: y : : \ ._ -~ ” .-* 
.: I,_ <sr- .~, _. ,a .; AL. .I._ ” ,. I % I ‘.._ 

quotations and citation omitted)). _‘_’ ,.. , .., I r ,‘j “, ,:: .; -, . . 
Here, as in j&Jan v. Cttv of I’&, 5 12 U.S. !!3,388 ( 19?,!$ .( ,z_.*_- “the degree of the 

at that particular moment” the government is.be~n~ask~~~~~~~~~val. .u $“..I ., p .,_ ,. ,./ 

drug or of obtaining approval to market the drug for a different purpose.’ :... 

, ,i 

I The Supreme Court has made clear that ;‘simpIy denominating a government measure: as 
a ‘business regulation’-does not immunize it from constjtuttonal chal!enge on the ground that it 
violates a provision of the Bill of Rights.” J&,&Q, 5 12 U.S: at @2. _; ._ a.-. 
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III. The Food And Drug AQninistrafion Modernization Act of 1997 IS 
fully Consistent With The First Amendment. 

Even if WLF has standing to sue, the district court erred :q 
*.I 

invalidating the FDAMA. The FDAMA is concerned exclusively wit:? 

commercial speech. The statute regulates the dissemination zf 

information that promotes an unlawful commercial transaction: the 
introduction into interstate commerce of drugs and medical devices 

,.. 
for intended uses that the FDA has not approved 

-- ..as safe and < i L d ( I , ., .g&-. - ‘ 
effective. 

.-. (. 
The FDe"does not restrict the dissemination of - '. : ., ..1 _)_ ., _'. .‘ .. .) .~.:_ _i 

information outside the context of such an illegal commgrcial I" -c:- +" 4. 
I./ ,..*,*:r<~..-" ' ,... ~~~,;;~~~y~+~~ 

Ac&emics 
‘, , . .I& 'I. ,2. ;b:.,,<I:.. '. 

transaction. , scientists, and members,Sf the public at _ ..I. 
large are free to disseminate any information about off-label USPS 

that they desire. Irideed, 
:. n 

even manufacturers are free t3 

disseminate off-label ' 
; "/ ,. 

.,infbrr&tion in response to a request by a 

physician. It is only when manufacturers use such dissemination to 

promote the illegal dissemination of a drug or device that r"~.v?, ,: .~~~~.~,~~~re~~~~~~~~~~~~~~.~~~~~.'~ 
applies. & 21 U.S.C. 5 360aaa-6(a). 

Thus, the district court correctly held that the FpAMA must be . : 
evaluated under the test that governs the regulation of commercial 

d 
speech. Under that analysis, commercial speech "related to illegal 

I 
activity" is not entitled to First Amendment protection. Cenr,,t,i 2 

Commercial speech that "concernis] 

-, 

‘(. . . continued) 
dissemination is targeted at the individual physicians whom WLF _I 
purports to represent. 



*.x., 

.- 
” i ::*y ‘&&Ax:*; the government's imeres! is substantial, the regulation directly 

c 
_ 2- ,*nl .i"“;: p;. 
advances that interest, 

\ 
and the regulation is no more extensive :*> 

than necessary to serve t.hat interest. U. at 566. 

As explained below, the FDAMA satisfies every ~~~~~~~ -6 -L- 

a result, t: 
l... :".: .I ,. 

he speech ls*..,not protected by the kirst &$&ent 
/ -,'. 1, ,'_ 

.., .,,!a, .*. I 
/.,. ^) ./ , ii. 1'. -,.:, .,,!@ ' 

even if the spa . / _‘"_ "S, ^‘,. ",,:. _ ncher,t :;;"y "...,. . . _, ., 
protection, Fhe:k 

.::: ;.,, .+.u".,~.~~‘..~> ,. 
I .,*":: _, "..,.I ---antiSi / . 

-rrl. ,: tnererore satisf;es the,f$rst part 0f the v tdsi.' 1;4s 

governmental int 
y:.,;. ^I * _ i 

_ i:..'. . 1 q----- than ", 
necessary t - o further those objectives. '",$ y, r _,' ^i; -" ._*, ?'A / ,If,,*,"'r,. 1. . . 

'-' ,~ :, . ,- ; ..(,L 
A. The FDAX ,8'ji‘ T~~"Pfrst~~;AiP~~~,t. 

,_: :: .."' I --.* s /. fj I': _ -. ,;,:* &, ,.a; t 1, "r ,i. ="- .,*r :-' 
The di ' 

-.:- 
strict court's invalidation of the FDAMA calls into 

. . . "; _.. 
question -" " 

_ ,. " " 9 I, ? : '_ 
the most fundamental and iongstanding premises 

._ 
.*~*.!-uRb*m! . . qvep$q*it- -em?t* 'v-nm.4** "" of --la ', : L:r- 

." -, ,., .'& ." ,a, I 
statut :ory scheme governing drugs and medical devices. Roe!-ninn "-*-Y . *_* . _._- _ ..- ;,*. 1; 
wltn tne very first federal statute regulating drugs in 1906, the ., i,, / ._ 

'determination of whethe;? particular product is a "drug" has 
- r's, ": .A;>.: '. ,' 

turned not only on its physical and chemical characteristics, but . . "I _I; & ,,___ +$J:. - ., 
on the purposes for which the manufacturer intends the product to 

', us ea . W 21 U.S.C. § 321(g) (1) (B) (defines the term drug as, 
, 

inter alia, an article Yintended for use" in the treatment of ~, i., 1., ,_ .- -<>~.?a _ ~3q%+#%~..~ 
,,. ai. ,. .._ li i,.;.: 

disease); 
,. - ) ‘:,b;:' , 9 ~ -. 

&&j+q on'- Heu _,' .‘;i:.-'3" v. &, 65_5 P.22 236, 238 

1D.C. Cir. 1980., .' 
,,,ic. j i.?..iiTir., ._. __:, I <j$.. ,-', 

turers 

also fl 

Since i962, Congress has required manufac 

their neti drugs areV;iot only safe, but 

29 

to demonstrate 

effective" for 



each of their intended uses. sert 21 U.S.C. 5 321(p) (I); w 

v- &=i!= WestCott anda. In6 I 412 U.S. 609, 613 (1973). 

If a new drug is not approved by the FDA as safe and effective for 

a particular intended use, the manufacturer generally cannot 

introduce the drug into interstate commerce,with the intent that ir 
,: 

be,used for.that purpose. 
_I ., ." ii& 231. U-S-C- §$~-33l(d), 355. The same 

holds true ,wit,h respect to medical _. ,/,. “ _ ,\ '--; .."i :*, devices . 

$5 331(a), 
see 21 U.S.C. 

; ;.. -.:: : sii 351(f). "' '7 ,~",_ ;,.s ,A'. j .' 
*' .,;, :. .'j .,,",.. \.-.. 

Thus, : :z"*.&.:$$;-.,; . ..*.e ,A_. .a." the intended use of a, product ,&$%lways been of central 
.". 

.&,$$gjgrance 
..,;+.a ,)., 

,,I .: 
in determining whether the prcduct falls under FDA~C 

' 

.lon and whether new intended usel*of the product trigger 

..,~~~~& ‘:$anufacturers 1, ,y;,y ‘T.2 ,x*y7 .,+ -- _- .i._" ,i; 
'" '; . -: 

claims about the pfM%t (either implicit or 
.,-. ,:.!y ..~ . ,_ "~,~4~+;$~;g.~~‘:: i i f 

s,- Licit) are compelling evidence of that intent.' And "it is well ' 
~ ,j, .._ i i.;l'.~: ,. ,,:.. "" ~_ 

ed 'that the "intended use" of a Droduct. within 
t 

r-ha 

labeling, prOmOtiOna claims, advertising, and any other relevant > i ,,&.& ,.; "%*' '; _ *riyi*, n :. 
Health , 655 F.2d at '239: see al=n p 

The FDAMA addresses one source of evidence of a manufacturer's P 
_ ,. 

_../I: 

.K.. -’ 'q>; '. ji intent concerning the uses of its products: 
.;,;,&&&&g&~ (..._ ,..~*~~~,.~~~.4a,,~~,~;,~ ; i __,. :" 

the manufacturer's 
c _. j 

* 
, 655 F.2d at 238-39: 

1366 (9th Cir. 
es Deslg -- 

, 

I .-. ion De+~crnr 8 
69 U.S. 882 (1984); Uf~d St- 

. . -- 
v. AnArtiClP . * . 

F.2d 
of 716 FottJ,es. we or r,psq. . . . sudden ~hanae I 409 

734, 739 (2d Cir. 
~-- 

1969); w Stateq 
-~. 

e of Drug 
t 362 F.2d 923, 925v26 (3d Cir. 1966). I 



unsolicited dissemination of 

ncc-l-L.*, 

articles or reference texts disctd;ssins 
VLL. -LaUe.l uses of its drugs or devices. The unsolicited 

._ dissemination Of such information is highly persuasive evidence 

that the manufacturer intends that the product be used in the 

,unapproved manner. I -.. .,;‘ I &Id if the WinUfaCtUrer has not demonstrated 

,.&hat, the intended use of the product is safe and effective, the < ?,.".; 

prescription drugs reuuirls a 
.uiaccurer to persuade a physiclaq --as opposed to a 

,,' lay 
-- that the drug will serve its,,,,ii;ended purpose. " J.A. 

.3 F. Supp. 2d at 63). Thus, j i, - _ . 
' the dxstrict court recognized 

,... +<::- ,, 4 . ..~ 
----_ u 

., F -aAuLa~~~~er's promo?-- 
..; .;.;A.".! 

c-UC of a drug or device through the 
1 5,. ..*hIF.:.. 'j ;.-1 ..,, .,P 5‘;' ,; _, - .:1 p : i v'; I . ,-, .I ..,: "~ ,: *-,,;: .y .i' 
I ._,_ ::,$T;;< .l,i 

-dissemination of scientific " 
._ ,*s.=--.r;.~ . ~"0 ( ..'.':I &:tsrature is a crucial factor :?a= . 

(.,.Z _ . . ^ ; t-' ,,, 2 ;.I 
evidences the intended use of a product. i 

2 



dissemination of such information would have been highly relevant 

and material evidence of a violation of the FDCA'IS -prohibition 
: 

against the introduction into interstate commerce" of drugs and 

devices for uses the FDA has not approved as safe &nd eCc---L--- 

The use of a manufacturer's dissemination of infomtion. 
-. . . . . . ; .-' ."";‘~.~*L.<~,~~~ 

off -label -uses of its.products as evidence of unI&$ful 
1,‘ ,.~-~~z+i~'* , 

fully consistent wit-h' the F 
-.; has explained';~-f: ,, i; ] g% " 

:*dI: 

evidentiary use of soeech * l l 

., j 
tn nmnva mAkr4* 

ciaims made in radio broadeast.-a~:r,- -II ..-*+Y&csb.LU&FL I y.. “‘LI” L *“&la* 

material:. ,I ,,A 3% - , ‘.:.y,‘ 

Moreover, the treatment of the disseminat,$on;"cf off-%jel 
“'+:. 6, cc .: ‘-1,;: 'TV .: _, 

information as a separate violation of the FDC.A's'"misb~~~~~~~g" 
j, \: i .'a', , : ,. ,' 

provision is-manifestly consistent with the First Amendment'?'That 

provision makes it unlawful for drug and device labeling to omit 
..,_= . s.,,*..i ~...S il ), adequate directions for useH of the drug. 21 U.S.ci J 352(f',‘: A , 

new drug or device that is distributed for an off-label use‘ is 

misbranded because the labeling of such a drug or device would not 
.'. 

include "adequate directions for use." The product's labeling 



could not contain adequate 

not reviewed and approved. 

directions for a use that the FDA 5as 

The misbranding prohibition presents no First Amendment 

problem because the underlying transaction to which the claim 

relates -- the distribution of an unapproved d&g or medical device 

-- is itself unlawful. -The Supreme Court has made clear that 

speech concerning unlawful activity receives no First, Amendment 

protection.,, ti 44 mt. & ,~, ,,' .I r'. 
:a.,_. '_' v- Bhpa@ fsland 517 U.S. '8 I 

rplura&$ty opinion) ("the First Amen? 

v. TJFInt For It ‘s.'iyu. s. 61*, rC, :“; :. : CL; : *.*, u i ,;: Gf, IF'.. 
," .,' ,:s. ‘f" -8.. 623-24 (1995) (It'f~~~$&erq+ 

may freely regulate c 

activity") ;' I.2 ,.^i .7,- _:j -. 
Court Of Oh.&, 471 U:S. 626, 638 ( 1g8s) ( ,,the ..&&~F&,' .&l <ihe 

Federal Government are free to prevent the dfss&k?nafi$~ '-zf‘ ,' 

Bolser v. was Drug,Pr~d~trts CorL, 463 u.s, 6*, .Qg',I.fiysB5, .L.;. = ,. 
i "CLIP 

State may also prohibit commercial speech related 'io 'illegal . 
behavior") ; Centrals 447 U.S. at 563-64 .(i$a'O) :'.' C.1' the 

government may ban * l * commercial speech related to illegal 

activity"). 

m c’ 4 
‘Q & 

.I.I~.-^UIW’“X”(I,~:I~~~~~.. -; The Supreme Court's decision in Pitt&urgh P&%s Cn. z&j V. . , 

Pitt=hux~cma 'n , 413 U.S. 376': (1973); iS 
22 a,-* a TJ 2; ::; particularly instructive; That case concerned “'a"‘ m~ni~~'~~~ 

- 

orditiance that prohibited a newspaper from carrying a &hder-based 

advertising column for certain positions of employment. The 



ordinance also prohibited employers from engaging _.. Ys.,usl in rra”Aer 
discrimination with respect to those positions and from publishing, 

Or Causing t0 be published, any advertisement that indicated gender 

discrimination. U. at 378, 388-89. The Court recognized that the 

advertisements at issue I8 .' signaled that the advertisers were likely 

to show an illegal sex preference in their hiring decision." u. 

/at 389. ,. _.- The Court held that any First Amendment interest ia 
"' _ ,_ ; ; 
advertising a COrrPnerCial transaction is "altogether absent when jr*. 1 -ha -.I- 

commercial activity -L .y&$q$'. itself is ill,egal and the restriction on 
_. _,..: 

.~i;lpdvertising is 
./ 

,~;~~~?~~~~~;~~~~~:~ incidental to a valid limitation on economic 
,. /' 

_ " 1 p I ~ activity." u.; see alsa v 447 U.S. SS7, 563-64 ! , .,, 
" iii,,> :(, :9 8 O ) - '" '-I. I " ,," '*1,. .\ I 

i 
, ,ZC" , *: *,ys ;., T ‘+'.... i The same analysis governs this case. " 

"P". '- ,,. '.. 
Both PittWah Press - 

and this case involve unlawful conduct: Pittsburcrh PreSS involved 
f 

, ! 
unlawful gender discrimination, and this case' involves the unlawful I 

,,di,stribution ". of drugs and .med.LcaL&vices. In both cases, ::-.s 

commercial speech at issue (the advertisements in Pitt- P- rmc;S f J 
,3.1 and the dissemination of journal articles and textbooks in this 

f 

, ,<'j .; :;.::.,::. 
.. case) provides persuasive evidence of be intent or motive that is ,, "' I . . 

an element of the unlawful conduct. ._ _1 ,. And here, as in Pita 
I 

Press, "the restriction on advertising is incidental to a valid I 

a 
x4 snort, there can be no question that the FDCA's 

',. longstanding use of manufacturers' .'speech to determine :he : 

"intended" uses of their products is c0nsisten.t WiCh the , 

Constitution. Because that tradi:ional feature of the FDCA passes ' 
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constitutional muster, the FDAMA also withstands scrutiny. ' 

Indeed, the FIXMA Simply establishes a safe harbor for 

manufacturers, permitting mOre sEjeech and conduct than would be 

allowed under the FDCA alone. The FDAMA ensures that manufacturers 

can disseminate certain journal articles and reference texts 

discussing off-label uses of their products without violating the ., 

FDCA's restrictions on the interstate distribution of drugs and 

devices. Most important, 
", if p~~nu&&urer complies with 3 

,. tL e 
s _, ; ..,, - :-- ,".a'" 

FD%,, the government cannot use $&u&Hcturer's dissemination of 
an artiole or reference text ,)“‘ * 'I WW"- ' ,; ;. ___ ., ;: s< I.-, 

as evidence of a-new intended use of 
.- 

"I 
the drug or device that is dif‘fk$c from the intended use of the 

vice set forth in the okficidl labeling" of the product. 

21 U-S-C. § 360aaa-6(b). Moreover.;'L: ,; 
', fsluch dissemination shall not 

., ,::r :y 
'be considered by the Secretary as labeling, adulteration, or 

. 
; 3 

".j "I&f ? (, I_ 
misbranding of the drug or device." u, 

*.;‘p~.;q .~w., a~**$ 1. . . ~,~.;~~*'*~ ,~~~~~~~~~~~~~~~~~ 
,,. ,:, .: ‘.~.‘: " 

13 F"1 
In invalidating the FDAMA; the district court reaffirmed iCs 

) Lj __ 
_ ,_ .‘.( ‘M 

,.i_. ,- 

Prior ruling which emphasized that the FDA has not preventsd 

i.i x..? ,;,, .*+..r I :., 
.~ 1 ;.: ,..; : :; >,i";*l~. r'. 

physicians from prescribing drugs for off-label uses. 
*,&J~ ;g 

J-A. 802; 
.., ., 
.".'..', ~ ,'i LA see J-A. ",,';;* ,_,, :+;;:,f;. 

754-56 (13 F. Supp. 2&'at 66). 
1 .' 

That emphasis :S 

,. '. ; 2:;, >*'j fyx 
:_ _ . . . . ..j tf4 misplaced. 

q &J 
Congress has Prohibited manufacturers from distributing f 

, -. ~=‘ >,"'. ,J : :" ,_( ,-:,:.Q drugs and devices for off-label uses, and the restrictions retained 
;"yJ@@~$ "gy -+-w-.~-~ \-. " -.', 7, - 'j 

'. ,;.y:j j:$ 
-... .,.. ;,.;g &iJ 

in the E'IUM& similarly apply 'to actions by manufacturers, not 
.:. r.L .g .;j :. I 'I :z- , I~ . . 

., .--:fj &j 
physicians treating patients. The FDAMA prevents the government 

t-7: . :.:,..i 'q _ ", from "I ..‘A. .*.:: using certain scientific information 
'_ ,. ." 

disseminated by 
*: ..J .' Xc 1 ,.. ". manufacturers as evidence of illegal distribution of their drugs "2 

22 and devices. Both the FDCA and the FDAMA ensure that physicians 
--I 
: i 

/i; &J "' i 35 
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.; ;j 
CA 

,-i I . 
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will not receive biased or incomplete information about the of 

devices, placing physicians in a bet: label uses of drugs and 

POSitiOn t0 make informed judgments about whether to prescribe su 

products for their patients. 

Significan,tly, the district court did not question Congress 

Power to ban manufacturers from issuing advertisements or engagir > 
in other 

“ 
forms Of commercial speech that overtly promote the of: 

".'.,*+ .L- ,,. .'&.:y $., 
label uses. of their drugs or devices, " 3. 

:' + I: Yet Congress's: decision ; / /",.1 i'_-,<.. .,_ 
regulate the distribution of .,‘ 

-I ..‘. r journal,eL; art;?cleS a$h’ textboo 
.':.,,..$y 

,,,?,~discussing off-label uses se.rves precisely th@same papose as of 
__ .'""'"‘ 

limitation on overt advertising; i 
both forms of regulation are aime 

P at limiting a manufacturer's promotion of ati illegal comerciEd ‘.’ .: .,,_ <~ ,_ 1 1 .CI .i z:, ,\” .I ,. 
transaction. " ,_, ., If Congress's prohibition: of overt advertisin,. .'. .__ : \. _* ".._. _~_ 
satisfies the First Amendment, then the First Ame.ndment 31s" .,, : ._ 
permits Congress to regulate the more subtle but also ve,-f 

\ 
effective promotioli&‘l’ ‘t’~Ff~<~~~~m~~~f occur ‘when a ~nufact~~~: 

e 

affirmatively .disseminates favorable scientific informatio w 
concerning off-label uses. I.. .:. ..I Similarly, '.,i although the district tour; a, '.'",'~~-+ ,; ', 
expressly excluded completely unapproved drugs and devices from ic!! 

. 
order, nothing in the court's decision expldins why, under i~f 

First Amendment 'analysis, 0 
.- a manufacturer would not be entitled CC 

" 
promote those products as well. 

s.8 
The district court's decision thus threatens to under-mine a 

,_. _' : _.: 
longstanding cornerstone of the FDCA. It is Congress's considere= 

judgment that public health is best served by having manufacturer:'- 



effective before those prOdUCtS are distributed for particular 

intended uses. &e Ued St- v. ~utfierfard, 422 U.S. 544, jj1- 

52 (2979). The court's decision, however, perknitg manufacture s r I 
in effect, to PropoSe an UnidWfUl transaction -- the sale of their 

products in interstate commerce for intended u$@that have not 

been proven safe and effective -- without having t.~~&~nt~ficaliy 

substantiate such uses. ",a,".“ ‘.,ryi~. s‘- " 
efforts are' successful, "'/,' ../: ", ,'. 
increase t"he incidence of off-lab,e,L use.. ~~-?-:':~~~~~~~~~~.:,x,:~. ;;pa.:. :^ ., .., >,. 

,syzJ&s dem.'nstrating dir$cz c ,- '9 *,.\&.z\ '"&Z> +&.;y; :,< ,<:;;t(<;y. '. ,. :.;;&I! 
sponsorship"' of B : ,v.~~@g: .:; "., 

manufac&ure"rrs prodycts) . .., ,: ._(; 
._ ;;Q ; : ,‘& :. , *<q&&g. > _ ~. $ri- , *" ,_ i' &i 

.,. "i .-: .p.&&& $?. .%&.c ' " '- ._ I ;.‘,4. y, ,$; .&f,.:$ ( I;/, ..: ;,‘--;' 

The district court's declsionaC+ 
_ -. -.'G~-q$f~; ',.\' .( . . , ;-'( ";':t,; , : &$-q&y;.;; j .;+,. 4.. .,$ i .yg s - 

"' 1' ,*p;.j;: ..s r !‘ 
+.-us signifrc?~~.~p'~~du,~es the 

,1 *: _., . a."' 
incentives of manufacturers to ,, g&e&$~ 1;:. ". ;>,. ,. *;:$'- 

conduct the studies nee&&ary to ,,:'&. ;' '- .?J<;. 
demonstratetbat :hejr products 

" are safe and effective wi'th respect 
, to the use-s I for whi~~~~~~~~~~~~~~~~'~~~~~~" ,,,;:a. 

mQna,acturer distr'ibu@es -'the"@.' If 

manufacturers can Successfully promote off- label-' uses bY A'_ ,,.. 
selectively disseminating favorable journal articles,' there &LI. be 

less reason to spend the t'- 
^,, 

*&,.e and money to seek FD& approval for 

the interstate distribution of the product for ty&fGG u&g r: As a 

. _ _ result 
,. . :,, , 
safety 

I physicians will actually have less informat:ion about the 
I 

and.&<fectiveness of medicai products that they prescribe 

for their patients. 

The district court's order places great emph&Lis on whet,k,er 

an article appears in a "peer-reviewed" professional journal. As .‘ 

the record demonstrates, however, U [rJeliance on peer review is not 
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an adequate substitute for FDA review, because the peer reviewer 

has access to only a limited amount of data." J.A. 593; see u 

J.A. 646, 652. Indeed, "[iIt is difficult, if not impossible to 
critically evaluate the adequacy of a clinical trial without access 

to critica.1 raw data anA tha e+t.+A-- -A-i‘---* ~ - - 

.--., VI - yIYwLl\r&&ly yrryrrrclans ', L i:,: ,: ' and physicians 

4 
t$; 1 
F$${ 

'y:, "bona fide peer-reviewed '$Pr&essional journal,~~ J.A. 
& . i 

,I; ;;lppears in, a 
,- .,k' *.-* c 

;&J ,,- 
&j ,., .'>. '. 1 1,. !& * 

‘,_” 
However, ,$<j all parts of such pe‘&k;U&ie ," (, a:' ,, wed journals are not i ;ll ,,.<;:.,<T**~,q-,, _"/ ,. ,- .,‘ ,, .- ', L.',.::.,?+t:~:., j ., 

046. Unlike the - 

g as long as iC 

strict court's order, ” L, 

:, . . . the Fg&MA specifically requires that the " . 
article to be disseminated itself be peer-reviewed, and the article 

?iitis't pertain to a .e 8.. &d be scientifically 

; 
."",,,:‘.;.:;.+, ‘, :,j .__ sound. Z&2 21 < U.S.C. fi 360aaa-l(a) Ci) (A); 21 C-F.!?. j $..", i/ . . _i .y: 1 ._ 1 _ ."~~;v"~~,.- '*.,i 
..--^j . .~, 1 ",> .'> "-:- S 99.101(a) (21. 

.x.. ._ _<,l* 
.- 

.& 1:. .;;k <a ;' '. ,.. ‘>.~I r / . .._. :q., '\"p": ! .,~ , L, :, + ._ ,, - , i~~"i:-i~~~,:; ,, ~ ;: ;,+z+.,*+ 2:" j .~1W~ ii.,..,. -,z -i.,~:"l,.I .: 1 _ , ,. ., . ..' . . ; i The FDAMA also includes other re$,$&ements, in addition to ' 
:. d ,:. I ,. .i ,<a ,_ ,C. ,:.,"' \ ,. ;:..q peer review, that ensure the reliability of the disseminated 

,,,, /il._ . <I -_ s ..j _-., -5 .: ..; I_. .;.. 'G r‘$ journal article. For example, under FDAMA, the journal must .~~~~~~~~~~~~,,~~~~.~.~~~il~~!~~~?~~..~~ ."clr&%&~; c * ,, ( ,J," . 
~'~~.~~.""&', ,+ .I. --- .; -$- 4. ,,.we ; ‘, I .I (1) be published by an organization with*'an editorial board; (2) be ; 1 .I i, ;-. : ..<".$,~,\ .II 7. 3 ?‘ .L ..- ; ":A .<".i -_ : ". ..I 

generally recognized to be of national scope and reputation; and 

.; ,: '1 "i 
i ,", ,.: _;. $.,n*' (3) be indexed in the Index Medicus of"the National Library of 

';.&. .I /+, ." !-,,' . .._ . :, i > ", I, : _ .~ : Medicine of the National Institutes of Health; and (4) not take the i ., ; 
form of a special supplement funded in'whole or in part by the 



manufacturer. 21 U.S.C..§ 360aaa-S(S). The district court's order 

includes no similar protections. 

In addition, although the district court limited its ruling to 

drugs and devices that have been approved by the FDA as safe and 

effective for at least one use, allowing manufacturers to promote 

the unapproved uses of those products can pose the same health 

risks as the Promotion of a, wholly unapproved drug or medical 

device. SW! J-A. 594-95; J.A. 523-24, 526-36. Thus, a drug that 
/ _,: ,,. 

a manufacturer may lawfully &tribute for treatment of high blood 

pressure might be equaily in&fecCive in creatng cancer as another 
un: _. .~ p . . . . . >,,. 

drug that has not been approved 6or distributi& for any use. 
The 

danger to public health in al-lowing the promotion of either drug 
:-i. '/- 

for the treatment of cancer‘would be‘substantial. 
: 

In sum, Congress has long prohibited manufacturers from 

introducing into interstate commerce drugs and medical devices for 

uses that the FDA has not -app~~~~-,.as-~~~~f~and effective. Although 

the promotion of such unlawful activity w&s previously barred under 

the FDCA, Congress now permits it to' a limited extent under the 

FDAMA, in the interests of faci'iitating*'the;'dis"closure of unbiased 
_ .; i' . 

scientific information to physicians and encouraging manufacturers 

to file applications for new uses of their products. Far from 

.,bW46W- -._(,.-, 8Wi<t being an invalid restriction< on speech, the FDAMA expands the range 

of speech that is permitted under federal law in order to achieve 

important public health ptiliky objectives. 

The district court suggested that the statutory scheme at 

issue here is analogous to a law "criminalizing criticism of the 
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government." J.A. 802. That analogy is inapt. This case involves 

co~ercial speech and its regulation in connection with conduct 

that pnnayaaa hma nrnnarl** m-a- .: 7 1 ---1 - -_--- -* _---_ w-.-xJ--YY .*U” t.‘Aup=LA.y LI~EIU~ illegal for uver sixty years -- the 

introduction of products into interstate commerce for uses that 

have not been proven safe and effectit -_ re . The FDAMA accordingly 

raises no First Amendment concerns. 

b erectly And Mate2ially Advances Substantial 
+ f7keret3ts. . .,;“.+$ - ';.' 

B. ,, ,/; T&B FDAXA - ' 
i',.. ,+,- 

. - - - L 
_. -:. Gbve+exi, Aa 

,: e,;g?. 
1. Even if the FDAMA concerned speech that-was protected 
._ ^-~,. T ,+'.y:,$ .- 3. ->,.,~,~>r + ', . . 

the First Amendme 
I,,:, ".?,Q? . _v,. 

II ,T*~*3.,,&&,-: :::: s.;f ,, 
government' interests 

:G ; ; .7 g;; ; J" . 
I as required under the second part of t 

!nt, the statute is suppo,Fted by .,I ;. 4%~. Vi.‘.. "substantial" 

he 

nt$l interest in 'promoting the health, safety, and welfare 

Je presentation of favorable materials. Instead, .J ,'> the FDA&% ,~. 

physicians, managing risks for their patients, receive _I. L' 
a Daianced package of material that presents a complete and l_j" "*- _ ., . . ,. 

risks and benefits of the off- 

liatrics and oncology) are not uncommon and in some circumstances -.., ._ ."i/ -.i ., ;. 

have made's valuable contribution to patient care. a J.A. 726-27 * . 

13 F. Supp. at 56). Nonetheless, the risk to the public from 

unproven uses of drugs and devices is both real and substantial. 
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Thus, )1 [tlhe supporting company and the provider are free to adopt 

alternative approaches to help ensure that activities are 
independent and nonpromotional.w J.A. 486 (62 Fed. Reg. at 

"-s,"O&, . raL ILU~ Danrung speecn, the Document merely provides a 

rbor from regulation, and, as such, does not run afoul of '.' /> I 
3t Amendment. 

CONCLUSION q;,,. ,_ 
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IN THE UNITED STATES COURT dF APPEALS 
FOR THE DISTRICT OF COLUMBiA CIRCUIT 

Washington Legal Fou,ndation ("WLF1l) and its amici seek to 
divert the Court's attention from what is actually at issue inthis 

‘ 
appeal. They devote much of their briefs to arguing that "the 

conduct of physicians in prescribing drugs and medical devices for 

off-label uses is'common, important, and legal. 
/ .~~~s~"~~~~,u;a~~r'h;~:i.,rl i :. ,,-, ..I ,: ,. ., Y.. * %F B=- :!.ih ‘-~ i 2,: I_ ,.iC;;r 

_ :t .,*,. 
.' 7 
c3 18, 22-23; Pm Br. 3-,&l. ,I Although we dispute many of their 

underlying factual assertions, since at least 1972, the Food 'and 

Drug Administration ("FDAll) has taken the position that physicians 

may prescribe otherwise approved drugs fpr unapproved uses provided 

that they do not promote the drug for such uses. m Opening Br. 

8. Thus, the conduct and speech of physicians arenot at issue in .;,, '. , 
this case. 



. 

I 

\ 
Instead, this case concerns the conduct of drug cIILu UC-4 II-C ,. r: >. 

manufacturers. Congress has long required manufacturers to obtain 

FDA approval or clearance for every use for which a new drug or 

device is promoted. Prior to 1997, the ,s,FFvderal Food, Drug, and , ,: -I ,-I "< l_i_ 
Cosmetic Act ("FDCA") absolutely prohibited manufacturers from , yr+, . i 

..r<. 'i. ', 

reference texts, .: 
Congress generally rGquire"Y&ufacturers to agree .%.' ,I ( 

I, . 
to perform the scientific studies necessary to demonstrate that the 

,. .)r <." \ & 
off-label uses are safe and effect 

._ . . 
submit those studies 

.r ,/ ~ ,*-"i* .?WV1 ..f#.e**a~~ 
to the FDA for evaluation. m 21 U.S.C. '$$""%%&a(b) (51, 360aaa- 

I _. Z.-t., : 
3.. Congress also directed manufacturers-~~&l;‘"comply~~with certain 

other reasonable requirements to ensure that physicians receive- all 
8 

relevant information about the off-label uses of a manufacturer's 
6 

products rather than a selective view of the available evidence. 

As the district court recognized (?.A. 752'253 (13 F. Supp. 
,""*a ix_.",~"."~J.~~~R~~~~, .( 2d at 

f‘. 
6511, manufacturers have a strong economic 

:- 
incentive to make .i 

iA 
selective disclosures to physicians, who can increase the sales of w * 
drugs and medical devices by prescribing those products for off- 

i: : 
0; 

label uses. * ;b‘: i_k. 5.: 
Thus, the FDAMA promotes the public health by encouraging 

& 

P 
manufacturers to conduct the studies necesgati'to demonstrate that f 5: 

;:, 

2 



the off-label uses of their products are safe and effective and by 

ensuring that physicians, managing risks for their patients, 

receive an unbiased package of material that presents a complete 

and scientifically accurate view of the risks and benefits of the 

off-label uses. Moreover, if the studies are conducted and safe 
: 

and effec,tive new uses are placed on the product's label, then & 
,- . . ..l\ .^.. sl.. 

$hysihia$b; and not just those to ~&m man%acturers selectively ., : : *,;:;; "; ,l;vp _( .;, ,, ..'.:‘ 
'-idistributk informat+, 

,.".". _" ,. I' ; 'a ;-i' ,a?.~ ^ 
will have't~~~~~e~~~e~.readily available to 

..,.2,... .:. ,Y I _' 
heir.patient care. In f~&ekin&'-&ese objectives, the 

_, ,FDAMA'. is: g 1,:. .,,.p:; ., i _. " 7 t. 1 '- ; 
,b :.,;; n lrely consistent with the First-;,Amendment. 
:z& ,C,'. :' ,,., i a : ' ...r:-,i?*:,, j /_ ~:; :~q#'$p ,. 1 " 

.i.-.- ir ,:WlLF hnd its amici argue that'the".FDAMP;,@ paternalistic. But ,. ., __,. 

the statute is not intended to keep phys'icians ignorant of 

information about off-label uses. To the contrary, the FDAMA does 

-not regulate the exchange of off- ion among scientists ,.p ,$ , )'. .I "";N .r-+paa-?+Aem"* 
and physicians. Nor does the statute prohibit manufacturers from 

disclosing off-label information in response to a physician's 

unsolicited request. m 21 U.S.C. § 360aaa-6(a). The FDAMA 

addresses unsolicited disclosures by manufacturers with respect to 

their products, ensuring that physicians do not receive biased or 
_ ,., 31. ~. --u; i <., ._" L. i' . I. .:z.z:; 
selective information about off-label uses that could distort their .,~~~~.~L~,i~-~:~~~~~~*;::~,~~~ h"... ;~ I ..I_._ ,.. . :i .' 2; 

&J treatment decisions. 
: : ,,,"* 

.CT ,j 
:' ; &j 

Moreover, the requirement that drugs and medical devices 

receive approval from the FDA for each of their intended uses is a 

longstanding, central, and eminently sensible feature of our food 
,. 

an,d drug laws. Congress long ago recognized that the FDA is 
,.s. I . . . 
.uni&ely positioned to weigh the massive volume of complex 

3 



scientific data involved before allowing drug and device 

manufacturers to promote and distribute their products for 

particular uses. The FDAMA ensures that manufacturers do.not 

circumvent the approval process, and it permits more manufacturer 

allowed.' speech than the prior statutory scheme 

^ L ". ":& .‘ 2iRGW 

1.6%. 
1;; I,.' ,'.,, 

WLF provide~~~~~~.~.meaningful response to our '"centr+ point (. )W ," . I_, .. .,- i '. 
in this appeal: 

.i ..,. 
the @A@.is focused exclusively on the promotion 

.'."_ ., * . .- a._-, , _^. b. : . : :/ "‘^;:e,~*~ _ 
by magufacturers:of &&illegal commercial distribution -of drugs 

"-: ,' 
and devices fqr uses th&t the FDA has not approved as &f&&d 

i ' 
effective. 

...~,4~.,:&*';;;;~~ 
Instead, WLF,'Iocuses most of its attention on the“fact 

that physicians prescribe drugs and devices for off-label uses. 

As explained in our opening brief (at 33-341, the. Supreme 

Court's analysis in m v. rrjtcheu, 508 U.S. 4?6‘,' 489 
,-:~~~~~~~""‘,",*~~~.~~~,~~~~~~,,~~~ p~*i.+ ,: ;, :" ,:,. %"I' :i L 

(19931, and v Press Co, v. Pittsburah 
. :, 

PelatiPILs I 413 U.S. 376, 388-89 (19731, governs this case.','This 

case, like Mitchell and v , involves unlawful conduct 

'In our opening brief (at 26-271, 
generalized interest in 

we argued that WLF's 
protecting private individuals and 

businesses from "undue interference" by the government (J-A, '13) 
-~~'-.-,."~-~~-~-~,~~-~~-~~~hould not be sufficient to allow the organization to represent the 

professional interests of the (presumably) relatively 
proportion of WLF@s members who happen to be physic?i$l 
particularly if WLF's lmemberstl are merely financial contributork 
who exercise no meaningful control over WLF's organization and 
structure. 

l'memberll 
In response, WLF nowhere explains what it means to be 

a of WLF. 
financial contributors, 

If WLFIs physician Nmembers8g are simply 
with no control over the manner in which 

WLF is governed, 
their interests 

then WLF should not be permitted to represent 
in this suit. * . 

Adverwa Cow 432 U.S. 
see Hunt v- Washincrton State Agplr: I 333, 344 (1977) 

membership" 
(V1indicia of 

include; power to elect association's governing body as 
well as to finance association's activities). 

4 

5:. 

,. .,: 

. . . . 



apart from speech: &&&JJ involved crimes motivated bybias; 

Pitt-h PreSS involved unlawful gender discrimination &"-hiring; 

and this case- involves. the unlawful distribution.'& d%gs"and 
. . ..-. 

devices for intended off-label uses. In each case; ihe' T;g"'.at 
- -*------ -- 

(, ,, : ,,\;I’ 

issue (discriminstory 'statements in Mitche 
--:‘ '. ,. .;: ;?":, 1. -‘- : i 

u, i _ _ e;, ,*;>,*;. i:r ,.‘.',,<. adrm'4%-% enmcr*ri+ c : n 

advertiser was ~l,likelylf i >.,: ii<._.? ‘_, 

I '%,$~‘,.ir-*xfv &"+s~~*.?*"ds"i" .:, to have an impermissible &c&$&tory , ".',>-' I.. d -4 :~+t;: '" c /' '. 
3: ! 
iid intent. 413 U.S+at-389:“ There was no suggestion in that?"case 

that the job applicants .themselves were engaging in unlawful 

conduct. Thus, a male employee hired pursuant to the discrimina- 

tory policy at issue in Pittsburgh Presg presumably'would have been 
,'_ 

free to continue working at his job, even though his employer was 

prohibited from-engaging'in advertising that ttsignaledft ~that%ie 
.* ; . . '.1.. ,_Q' ' ,, ', 

5 
_ . i .,.::,A .a . . _. ,_ ,. :. 

. . : '__- .,' 

.,h i:.. : 

physicians have been able to prescribe drugs and devices'for'."'off- 
,.,>7~"<, > *r.~~s~~*~w***t. **~mEww : ~~,~~~~~~.. ., ?i .,, .1‘. >+G*,; < "::)‘~;.rpI-*"~ .,!_(. ,_. ~,_ ,.,, :'.,:;, T'".". ;.. :,:,a.. label uSeS does not legdlize the manufacturers “ di~~.~~~~~~~~...~~ 

;:;T,' A'*>, :>z . . _*' .‘. i 
their drugs and device-s for such unapproved uses. 

,_ 3.1 .;;. ,,i ,..,; .- ._. p;iid ."fBB" yst 

Amendment affords no protection to the promotion of "$&?il&gal 

distribution. In Pittsburgh Presq, the Court held &at"* an 

advertisement could be prohibited where it It signalddt! t&t &e 



employer was .,i "likely~~ to have an impermissible intent in the hiring 

process, 

Contrary to WLF's suggestion (WLF Br. 20), the fact that the 

FDi 4+A prohibits the dissemination of inf,ormation in violation of 

Ll-- -I-lL I _ _ __ - _ - - - : .'I. p i ..,. I., 
posesno First ' Amendment me sC:aruCe, ~,_. , :b.l :.i 21 U.S.C. s 331(z), 

,i 

to be,;g:,?,E? a+ effective. ,_. .'-. The manufacturerls continued interstate 

distribution of those products would have,been unlawf~ll. snn 37 p * 
..'"">.I. :_ 

U.S.C. $slc' 331 (a) ,‘ (d), 351(f), 35 
_.. 

Moreover, a drug or device is t~m.i$qranded~t if its labeling 
i':; '; ":l./,*. ~I ,.. ,. L-h% 

does not, bear ,, "adequate directions fbr use." 21 U.S.C. 

S 352(f) (1). Thus, the labeling of a drug or device must indicate 

'all intended uses, including those intended uses that the 

manuf,acturer has manifested through its promotional activities. If AC. ~,~x"~*~~~~~~~"."~ *&&$~~~,~~.! :,,,I ,* ^, 
the labeling does not indicate all intended uses, the product is 

misbranded, and its interstate distribution‘is unlawful. i3s.e 21 

U.S.C. §§ 331(a), 352(f) (I). 

b. Amicus Pharmaceutical Research and Manufacturers of eP?$ <.;. ..j." .,., ,, : 
America. ,(l;PhRMA") attempts to distinguish both fittsbm Prw and 

tchu on the ground 
"4 

that in those cz$ses "the speech is & 

6 



distinguishable from the underlying illegal conduct.1V PhRMA Br. 

12. But that is equally true here. The i,llegal conduct in this 

case is the introduction of drugs and medical devices into 

interstate commerce with the intent that those products be used in LT. 

a manner that the,FDA has not;> approved., ,.:,Just as the speech in -, ._ $,::pi,ir,.'-~ , 
.; 

'the FDAI:s regulation of drugs is the prema.rket,.approval requirement 
'^_ ,. .,.,. -. 

'applicable to all "new drugs.rr ., _: *&-a ,I ,. 21 U.S.C. f3 355. Specifically, the 

FDCA ,requires manufacturers to,subm_it applicat,>ins to the agency .:.*-",,. c 1 j.Yi.._. ..- 
I : ,.,1. 

establ.:<slh+.ng that their‘ n&G** &.i 
r use" ,. _I ,.-_, ,..~. . . and "effective , , ^ . ..".. ,. 

-in use." W 21 U.S.C. § 355(b) (1) (A). The FDA can approve a new 

r"p 
drug application only if the manufqcturer,has provided substantial . . , 

',' .( "e; . ch;& evidence that the new drug will "have the effect it purports or is 

eg , ..a represented to have under the conditions of use prescribed, 
I i i;;i 

recommended, .i . or suggested in the proposed labeling," 21 U.S.C. 
.nliaM~~~.~~,~~~~~,rn~ u $4: ,'1., . . :, T' I 
; ,J 355W (5') m2 ~ ,... Except as provided in the.,FDW, it is illegal for 

G.-s 

2The term "labeling" is very broad and includes both the 
"labelSf of the drug or device and related promotional material 
including reprints of journal articles and textbooks disseminated 
by manufacturers to potential customers. S&e 21 C.F.R. 
S 202.1(l) (2) (including "reprints" within the definition of 
"labelingtt for purposes of 21 U.S.C. 5 321(m)); m also mted 
States v. Urbutei_t 335 U.S. 355, 357-58 !1948)f."United States 

$a$&., 33.5 U,:... 3,45, 349.~50 (194~~!~~_,~jted.'S~~tes v. Articles % ^ ,\ ,,.. I /, 
._' ';b, ._ . . .._ i,, (continued...) 



/ 

the manufacturer to distribute a new drug in inters~tate commerce 

without first complying with these requirements. & 21 U.S.C. 

§S 331(d), 355(a). 

Because the entire premarket approval process is predicated on 
., a showing of safety and effectiveness with respect to particular 

’ jb. 
intended uses, ,./ :..-*. "a& ># :' a drug that has previously been approv@'for bne'use 

:; +yy":~ 
constitutes 'a @'new drug" 

. 5 .- 

t : for purposes of any ada$.t$z$,na&* in@$&d 
; . . . . ,.,c;+;, i : ";; &,?:"~'y : 

i 
_, ~_.- 

preventing a disease, or to affect a structure or furictidn"'o'f'the 

" .,.,I.* .,.I .~, ,*<*.(I j ,. body, even ~AJQIJ& such drug is not anew drug when used In another 

II . 

(emphasis added) 1. .' :";<s- .Jr ,..A ,f‘ i' ",, * .,,,: 
: 

Congress has long required manufacturers to'~obtain' FDA 

approval or clearance for every use for which a new drug or device 

is intended. &g 21 U.S.C. §§ 331(a), (d) , 351 (f), "355, 

36Oc(f) (11, 360e: Indeed, WLJ? and its amici- apparently do not 
t llj_ r>j; ~~~J!~w-.dL+~~#+~~: A .,-.c & ..I .,. 

dispute that manufacturers may be prohibited from advertising their 

products for any uses that the FDA has not approved as safe and 

effective. Such advertisements would evidence the manufacturers' 

*t... continued) 
, 50 F.3d 497, 500-01 (8th Cir. 1995); 

of 
392 U.S. 907 

m, . 389 "-.F. 2d 
(1968). 

8 

*. 



unlawful intent to distribute those products for the unapproved 

use. m Opening Br. 29-30. Thus, the manufacturer of a~'&)$ that 

has been approved for the treatment of AIDS (or even headaches) may 

promote that drug for use in treating cancer.' Before &$ng sd, 
,a. >, 

not 

the 

and 

manufa&ctu.rer would have to demonstrate that the drug'~i~"~'safe 
. . :I" .;; i.,:',::' 1, ,.', , p:;.;s ; effective.,,for can,cer treatment and to obtaifi FDA ap$%?al for 
,.>~ .A,., I - '. . 

-4 at issue in this case. Yet, if upheld, the district court"sV%uling 

7 $;':..: gg.,g,, /;; j 
, ;,: .I 

would allo.? manufacturers to promote the unapproved uses,,,:@ their 
&j 

approved drugs and medical devices to physicians 
_-. 

a. F*r^ ..,i."M".+~&&y**%q&w$ h; -, th.z$$h the jl _.I ._ :;j$,~;&>~.,~~~ 

2 
distribution of journal articles and textbooks discussi?@""t-h&se 

off-label uses. -.. Given the nature of the prescription drug and 

we... device markets, the authority to distribute journal articles about 

-_ off-label uses and, to discuss those articles in advertisements 
i 

promoting drugs and devices would provide manufacturers'%@6 an 

effective means of circumventing the FDCA's approval requirements. 
_, 



* 

Thus, in the AIDS drug example, it makes no difference whether 

the manufacturer expressly labels the drug for cancer treatment, 

advertises the drug for can'cer treatment, or distributes a journal 

article supporting use of the drug for cancer treatment. 
In each 

case, the manufacturer's conduct is dispositive evidence that the 
,,- ',"jy, 

d,rug is now tlintended't for, treatment. of cancer, 21 U.S.C. _. , _?". ) ,. -', ': 
8 321(g) (1); but in each case, th" .m~,~'f~~~~.~;~~~.~r. .hF? . not Obtained '.,> &J.~'~~4~>.,. .~L 

i. ." E .,, 
approv;al,,".,for. d+ribution of that ,n~ey! $rug, as required by 21 .; .;.;'; $$&@+ . . . .i, -.,-'.G.. ;, ..$ ~:.~~~~,;~-~.~~.~~-~t, ', 
rf ; ‘@g § 3 5 5 . The same analysis .apgili”s 'to medical devices. _ ,~~$w‘"h *A*>: . . . >"& r, i.:-,,, .I i 
J&e; ,2 i': :. u . s 

.c. s8 321 (h), 360e &) (Aj$y& pi. _ 
“i ,g ; “Pi e: :y: ” :c$$;~,r.L& ” _^:‘_ 

..,i,.. .&deed I th ’ 1s example highlights ano$he-r flaw in the arguments ,_ :y; I d _/ ", : 
of WLF and its amici. Even'WLF 'd&es not contend that a ..z*,>, 

I 
$ manufacturer could u its products for an unapproved use. 

But ,. 
thereis no principled distinction for First Amendment purposes 9 

'A" between a manufacturer's speech on , _ c. < :.*,pL@p wA*w*w C.‘ ,. 
and a manufacturer's ,I ~ c <..e 

3 
unsolicited dissemination of off--.label,'information in a medical 

b< 
journa.1 or textbook. In both cases, the manufacturer has used ., 

speec.h.to further an illegal end. 
. . i .., 

PhRMA's position is fundamentally at odds with one of the 

basic purposes of the FDCA. Congress specifically amended the 
w ~9cw~~w~~~~~ &&?i-Ki'&on of ,, new drug ,, 

in 19.62 to ensure that drug manufacturers 
2% 

would be required to demonstrate the effectiveness of their 6X 
products for & condition prescribed in the labeling. 

i5k.e 21 :,* 

U.S.C. !S§ 321(p) (11, 355(d) (51, (e) (3); S. Rep. No. 87-1744, ‘W 

rem-lnted es? ;in 1962 U.S.C.C.A.N. 2884, 2898, 2901-02 (views of Sen. 
.a* f '. 

10 SF, ‘ 



---I , ! 
Lx& 

-Inc., 412 U.S. 609, 613, 630 (1972). ,. 
I &'-,,*As the principal sponsor of the- relevant provisions of the 

1962 amendments (and certain of his colJ.eagues) emphasized: 

&.. *,.*, 
S. Rep. No. 87-1744, xeg&&gd in 1962'ti,$.C.C.A.N. at 2901 (views 

..X +: , I ~~.~~~~~~~~~~~?~~~ 
.c?f SM. 

7 ,.~,z,~...;. 1 
Kefauver, & u.1; w also 0. 

",i 
94-853, at 14-;5 

,, 
s2d (1976) _ (expressing intent that whereC:~~",;1pa;-ticular device i's 

-. ..i intended to be used for more than one purpos'e *-* * * each use may, 

2 at the Secretary's discretion, be tre-ated as constituting a 
,--- t 1 different device (, ,. 
,: 

for purposes of classification and other 

regula,tion") . . ._. 
yJ"L*r\nw*#i: ~-*%*x,s%~,~," :%&:&,,‘, : 

d 

_.--, 

-4 

-- 

:Thus, PhRMA's contention'(PhRMA Br. 13 n.6) that the FDCA does 

not prohibit a drug manufacturer from distributing a drug for a new 

use as long as the FDA previously approved the drug for a prior use 

is flatly wrong. As explained above, the-FDCA plainly does require 
- 

manufacturers to demonstrate the effectiveness of their drugs for 
: .~:r",. I,. ,,:,, ., 

ali '&&~ded uses before they are di,stributed for those uses: 
;::; 

11 



ii!% 21 U.S.C. §fs 331(d), -355(b) (1) (A), 

Rec. 17,366 (Aug. 23, 1962j03 

If PhRMA'S position were correct, 

(d) 
- 

(5); S&S &SQ 108 Cong. 

&*jrs. 

the "loopholeV that Senator 

Kefauver identified in the 1962 legislative history would be a mile 

wide: a drug previously approved for treating.- acne could be 
distributed for thei, treatment 

*' ,, ,. .I '_ 
of cancer i&C%& i' 3%; 

t, ,. 1 --.., IL,.. _ though 
s.,s,*. / * :..c: <&. the 

. .", .,"',r;i 
manufacturer '."h,ad,.'n,ot. demonstrated that the ,-drug was -'safe and i,, :.c:* 

:.,;-.',,- ", . 
effective for that new use,., 

,‘ , .&&$9.$~;;p~~ + .- p j j &~ ?:w*;$ ,ys,2rs 2s 
&,;~$g: _I I, ..,l.L..'..i.. The manufacturer then.rirould h&$ble to - ,..,.. 

., :!_ ri _. i# '* ,g Y .+y .-- .:q$&g 
encou?%ge and‘ profit from the widespread off-l,a,bel.use"of the 

product, 
'. ::; ..""', Ii'c$$>,y :, , .;';,, 5;; 

,; i ..::.:.:& anti. ~~ul'~ ,have little incentive to denib~~~i-dt.e:::~~;~at the 
; .- ., .,' 

product is s&G a&d effective for such use. 
'"Z‘"" ..: ?" .~~,~~,&.& ..:?j,s -: r QqLL~~ ,., ..A+*. y.,: 

Thz& ,extr&rdinary 
: 

position, 
-. .,:,. i,' ‘75, ?; 1 ,z 5:~ 

which, insofar as we are aware, the drug'indust;yi‘has not 

previously advocated, 
. . ,' t:, 

would cripple the FDA's ability to":ensure 

that new drugs are effective for their intend6d uses. 

also place 
,_., ..-i s.,~e.,~*T,, ,ll"l?-*a-" ~WG&@wJ?&W _ ': / 

the public at 
~~~~,~,; ‘?*:. , ,_ 1 ,F 7" ;,y: It. would 

: B 
the 

'< 
mercy of. drug and -"“device 

entrepreneurs. a wed States v. Rutherford, 442 U.S. 544, 558 

(1979). In sum, PhRMA's position is contrary to the FDCA, the 

B 
3 

[ 

a 

agency's regulations, and 

support in the case law. 

sound public policy, and it .has no 

PhRMA also incorrectly 
, ._ ,. . . . . -sax*- ,.,. 1..s*..'i>...' /. 

contends (PhRMA Br. 12).that, under the 

government's view of the FDCA, "it is the speech and speech alone 

that renders the otherwise lawful sale of a drug illegal? The 

‘r 

..x 

3As one commentator has explained, 
recommended conditions of use, 

II Calny change in the 

the indications for use, 
relating to such aspects as * * * 

requires * * * the approval of a 
Supplemental [New Drug Application] before marketing.". s*r Peter . * Barton Hutt, w of fhe Pmce of Mewe Un&r the Pure 
Food and Drug I@,!.& .33 Association of Food & Drug Officials of the 
United States Quarterly Bulletin 3, 12 (Jan. 1969). 

12 
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label uses even though the manufacturer has not demonstrated that 
+-. 

the unapproved uses are safe and effective. 
'_ .:;. Because Congress has 

prohibited'the .‘distr.i&ti,on of drugs and medical device>{liifor' an 
. . ...-,- 

“‘*.*w*~,*&,: L _ "‘*.*w*~,*&,: L _ : ., P j_ i , ,:..,e..- < .~, 'i‘ .&, '_; +, \.Xl. i i ,&4L' 

'Al 4Although 
L1 

PI&A?' suggests otherwise (PhRMA Br. ~'i2) a 
manufacturer's continued distribution of a drua or device with the manufacturer's continued distribution of a drug or device with'the 
knowledge that the product is subject to widespread off-l$hel use j‘el use 
could demonstrate that the manufacturer intends to distribute the 
product for that off-label use. m 21 C.F.R. § 201.128; 21; 'C.F.R. 
§ 801.4; m also H.R. Rep. No. 94-853, at 14; 37 Fed. Reg. 
(Aug. 15, 1972). 

16,504 
The dissemination of off-label information is 

just one type of evidence that can be used to demonstrate a 
manufacturer's unlawful intent. 
"intended use” of a product 

As this Court has recognized, 
is determined 

the 

accompanying 'labeling," promotional claims, 
"from its label, , 

. advertising 
other relevant sourcdtp. -ion on SmWa an other relevant soured." tin on SmQlUnc and-&&&h 
655 F.2d 236, 239 (D.c:- Cir. 1980). 

d 1 Hti l +q@ any and any v.. ..tirjs, ;;: **.@.& j s, 
“. j 



unapproved use, it can also prohibit the dissemination of 

information that would promote such unlawful distribution. 

sz‘c pittsbur-= , 413 U.S. at 388-89.5 

d. PhRMA erroneously contends (PhRMA Br. 13-14) that Pear- 

v. &&&, 164 F.3d 650 (D.C. Cir. 19991, "inherently rejects" our 

argumynt here. Until filing its petition for rehearing in Pearson, 

the government did not argue in this. Court that the statutory 

scheme ,?t issue there involved the regulat$on of illegal commercial ,, ;$@,+;117-,.L ,;~~~! &', , ",< ,: ,? li*-.-'t *.>z.,z ..,".":.. ~<' '-'-'. 3.'.._ ' ,.;:: 
, ~.2q&$*&*~~- 

/"‘,. j 

actlv+ty along 
" ' 

the lines permitted under such cases as utchell and ,. ..*:. ; ,y*,+-,*.&. -, , u,,:, 1 __ ^ ~ ,r,.* 

., ,. , and the panel did not address the issue in its :,' 

opinion. .+\s: && a v. &&aJ&, 172 F.3d 72, 72-73 (D.C. Cir. 
. 

:: 
e 

h B 

1999) (Silberman, J., concurring in denial of rehearing en bane). 

The subsequent denial of rehearing does not preclude the government 

from litigating the issue in this case. w uted Stateg 
$! 

V. 

941 11991).6 

'Contrary to WLF's suggestion (WLF Br. 25 n.lO) 
does,not preclude a manufacturer 

the FDAMA 
. dLsauade physicians 

from disseminating information to 

manner. 
from using its products in an unapproved 

,, ,~a&,~ri~,q#A~~*~~~ ".i I' '*' * 
The purpose of the FDAMA is to ensure that manufacturer 

nramotlon of off-label uses is unbiased, balanced, and ultimately 
substantiated by scientific * evidence. 
§§ 360aaa-3, 360aaa-6(a), (b). 

sfte, e,a., 21 U.S.C. 

manufacturer from disseminating 
Although the FDAMA precludes a 

information to ensure that 
physicians are prescribing a drug for an off-label use in a "proper 
manner" (WLF Br. 25 n.101, that result makes sense because such 
dissemination would constitute evidence that the' manufacturer 
intends that the product be used for an unapproved purpose. 

'jMoreover, the Court in a recognized that "Edlrugs * * * 
appear to be in an entirely different category" than the dietary 
supplements at issue in that case because 
presumably is much greater." U. at 656 n-6. 

"the potential harm 
c 

14 



This case is also very different from 44 T-t, Inc, V. 

Rhode Is-, 517 U.S. 484 (1996). In 44 Lim 
I the State 

attempted to justify a ban on certain liquor advertising based-on 

its B power to "ban the sale of alcoholic beverdges 

outright.'@ 517 U.S. at 508. I Thus, $I&: State in that case did ,6&z 
; 

&ctually ban the sale of alcoholic- be&rages; 
2 ; 

..' .( , ,:"r? it only banned 

speech. Here, by contrast, 
?d.. _.. ".,,* .I. 

/ .; : . . ,.a 
$c.ngre&C:-ihas' Gtually 

,' ,, &erciGd its 
-‘: ',. yp$l ,^. A s ._-i> /_-' power to make unlawful the_~,~~~ri~u~~~~~~bf drugs and devices'for 

,,$.' ~~~~,?~~~~~;:~~~~l~""' ;, 
d&gfjprdved new use&, ,/ >;,><:~.!*w,'; ; _ / @&&%<. ,,_ : 

.," 
and the .speech- --~~g&t'ed 'under the FDm;:is 

: : . ; ,.; & tik&'ifest evidence' of that .z&;wf&l qp+;&. a ' Thus, =.-' I...? . : ,, v,,-;, .: 
'. this case ‘<'is 

/\ i );i.':*~ gdqgmed by * 
ah PreSS whrch'wa& distinguished and cite-d ~ 

1::' :. ;": 'Y;.: 1;: * ,p "-‘,~<G i,. ‘,,~~;~r,sr,$i ;,,~. /' _ ': ' '_b , .- '. ., ,.' 'y:- i.._ 
:&+.-,;' / :: ,i.: --..: _c i 

. _ Gith approval in ., ,"~ s~-y.u:s 
. at 49+ n.7 (plural;lity 

opinion). Moreover, the information ai issue in this case is far 
. , 

moreQ*susceptible 'to manipulation 
:,. .-I 

.:. : ~,,,,~~~~~~~~~~~, a&‘-if biased or i >:, incompletk' I 

could have far more dangerous consequen~ces for the public than 'the 
,.... 

objective and easily evaluated retail 'price information that was 

banned from advertising in _44_ . 

2.a. WLF does not challenge the district court's ruling (J.A. 

806) that the FDAMA's supplemental application requirement directly 

m "u-"-P~~~~.~~.~~~~,.'~~~~~~~,; 
,:A;: '> 

and~~~materially advances the government's interest in encouraging 
~ :; 
22 manufacturers to undertake the scientific studies and to perform 

""2 .' i 
the other steps necessary to obtain FDA approval for the off-label 

*uri uses of their products. 

WLF and its amici contend, however, that the government's 

additional interest in preventing manufacturers from selectively 

disseminating favorable off-label information to physicians is not 

15 



f4substantial'1 in light of its alleged paternalistic character. But 

the FDAMA was not enacted to keep physicians ignorant of truthful ..I 

information about off-label uses. To the contrary, the statute 

applies only to manufacturers and only with respect to products in 

which they have a commercial interest. 

Moreover, : ;L the FDAM+ does not interfere w$,th t& treatment : ,),..'.". >:,. / 
L. 

decisions o.f,, physicians. 
,~ ,,,I. , .: .,&&$.".. R++=r, it ensures; t,hat physicians can 

" .' 
make their own independent treatment decisions on the -basis of 1;. I _.,' .x: il>:'l"'.* 

., &,&+a&y". ‘ ,A' j. -%^ _ ..e,*>. .c.... ".:: .,.. 1 '^ )>.g&, j 

complete and accur,&je .,.'. information. As the di.strict, court 

recognized, absent regulation, * ,, : t'manufacturers yill likely only seek .-ct., .P.*? ̂. . . V~" .d 

to disseminate information that presents their product in a ?, .- .i _. \. 

favorable light." J.A. 752 (13 F. Supp. 2d at 65'). And,.if off- 

label uses are as prevalent as WLF suggests, the need for . . 

physicians to receive unbiased,and complete information _in making 
,., I.;, L,~ .*:;i; p~~~~~~~~~~~~,~~~~,~.~~~~.!~~~~( '. '3 :- ;*,. .. .I -" . 

their treatment decisions is particularly strong, 

Cur system of regulating drugs and devices is premised on the 

principle that there is a legitimate government and public health 

interest in ensuring that information about such products is 

accurate. Indeed, that is why Congress established an expert 

agency to evaluate the complex scientific data for each new 
,../, ,i"i ,...&......+w:..*~lr6~ ,-l -i ". 

intended use of a drug or device before allowing the product to be 

distributed for such use. The FDA has the resources and relevant ~_ 

expertise to evaluate the data to determine whether a particular 

use is safe and effective; individual physicians generally do not. 

Thus, the FDAMA encourages manufacturers to perform the 

scientific studies necessary for the FDA to make those judgments, 

16 
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. 

and it enables physicians to treat their patients with the beneLI, ‘it 

of full disclosure of relevant data by manufacturers seeking to 

promote the off-label uses of their products. As explained in our 
i . 

opening brief (at :'43), the Supreme Court and this Court have 

interest in ~ensuri&+'&e Gcuracy of commercial ,infor%ie ! .:a..; ,'T 

: ,r a-.. --- -.-w Ub “4”. 
.: 

b. WLF.does not contest our showing that the FDAMAdirectly 
.I ., 

incomplete view of the benefits and risks of off-label"'&es of 

drugs and medical devices and the FDA's position with r&$ect to 

such unapproved uses. As explained in our opening brief&t 44), 

the FDA has recogkiz'ed that off-label uses occur and that t‘hey can 
.~? ,,is+-a ,.al‘:.l.,l :‘lil*:"- h.:,‘~-*,'- ,~j _. ., ..! 
.’ 7 

ti 

" 

be beneficial in certain circumstances. But there is go&reason 

why Congress has required manufacturers to demonstrate the'safety 

and effectiveness of the uses of their products when they are to be 

commercially distributed for those uses. As the record below also 

demonstrates, the risk to the public from unproven uses of drugs 

and devices is both 'real and substantial. m J.A. 523-2'~';?%2i-36, 

17 
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: 

594-95. :d ,:, Patients can be directly harmed by the drug or device, or 

an ineffective drug or device might be used in place of another ., 

drug or device that has been approved for-the particular condition, 
I., 

thereby : depriving the patient of :an effective, treatment. .~. 

of market .i, exclusivity for certain --approved, drugs if r?.,;,~ .__ , ,. the 
_"( _j _ ","~*->"L">,' ." .. _ Ir,- 

manufacturer conducts stii~d'i~s FDA to,evaluate ttze ,_ ,._~" 

i# 
',. 
& 

sa,fe,ty and effectiveness of certain of,f-1,abel pediatric uses of 

those drugs. r ., &g 21 U.S.C. §-355a(a),,_s(c). Thus, Congress has 

adopted an alternative means of encouraging manufacturers to obtain 

approval of off-label uses in the pediatric area, where off-label I ..:, 

uses are particularly prevalent , aeg +A., 727, and the need for 
: "l"n"-~~~~~~~~*~~~~~"~~~~~~~~~~~; i( 

adequate studies is particularly compelling. ,I 
,. ‘ 

. b Congress was not required similarly to extend the period of 
* 

exclusivity for all other drugs. Indeed, such action would have As 

undermined Congress,'s competing interest in promoting competition 

in the drug industry, which Congress has furthered by enacting 

provisions of the FDCA that allow low-cost generic drugs to enter 

18 



thqmarket through an abbreviated approval process. 
m Drug Price 

Competition and Patent Term Restoration Act of 1984, pub. L. ~0, 

V. 
98-417, 98 Stat. 1585 (1984); Sva P-s. U.S.A.. ~nc.. 

, 182 F.3d 1003, 1004 

(D& Cir. 1999). Congress was not required to undermine those ,, 
provisqions by extending the period of sxclusfvity for all drugs for ._‘ 

.; -‘ 
whiqcb,6' approval of off-label* -u-ses &'.'sought. 

. . 

.,:.e'y: ; ,,_ :~ _,., ~j In any event, 
,, .,.i' ,j_ : ',' .: , ,, (>-. +::I> 

exc+s,lvity is an imperfect ,de+cs. for'e@ouraging manufacturers to %: i %& ,.I\\ )\.,, &+J#&&q*~": ' il , . $&y$:.. : I" I r 
seek,.approval of off-label uses beca~~e".iila~~'"'~rugs already have 

',' " ..,;l-, I 
.gener&c competition. . . . I "*,T,:‘ ^. _ ::,'~~~~~~.~,;~.ij f 1 -i 1. ",. -_ ::- : ;&.",:. '. 2;; 

/, 
4. Contrary to the contentions of WLF (Br. 40-4i) and the 

American Civil Liberties Union (flACLUf') (Br. l-201, the district 
,. 

court correctly concluded that the FDAMA regulates commercial 
--w 

$j __""_,, 
speech rather than pure speech. The FDAMA applies 

,,. "i*a only to the 

dissemination of off-label information by manufacturers proposing 
‘. 

commercial transactions. The FDAMA in no way restricts the 

excn&$ of information among scientists, researchers, physicians , 

or members of the general public. Even with respect to manu- 
‘3 ,.. a . . 
&$ 

facturers, the FDAMA applies only to the vnsolrclted dissemination 

of off-label information. -~~~.r*\9;J~~~~?~~~~~~~~~ TJ 
Thus, the FDAMA expressly provides that 

'.' , 
2 it shall not be construed as prohibiting a manufacturer from 

-7 disseminating such information in 
..: 

response to a physician's 

CJ unsolicited request. &g 21 U.S.C. § 360aaa-6(a). 

'Y ,I :a. The contention of the ACLU (Br. 10) that the FDAMA and the 
.-$ 

challenged FDA Guidance Documents "broadly preclude manufacturers 

from virtually any comment on an issue of public importanceIf is 

19 
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also inaccurate. The statute and Guidance Documents apply only to 

the manufacturers' promotion of unlawful commercial transactions. 

And it is difficult to discern how a manufacturer'could "strip all 

commercial features" (ACLU Br. 13) from its unsolicited 

dissemination of information about the off-label uses of its drugs 

and d,e,eb$ces to t&physicians who prescribe those products. ? :, >I 

5, ,.,s explai.ned in.our opening brief (at‘52-54) ;-?-'the district 
,, ‘, , r.; s ., 

court :also, qr$ ,,:T"$n holding that the FDA's Guidance 
_. .,. ~&&y,y' ~. l._ 7 Document 

governing manufacturer support 
, ',, ., ..‘#G<$ ~, ,. 

~. '. of scientific and educational 
. ,, 

activities violates the First Amendment. WLF's treatment of that 

issue warrants no additional response. " 1: _" . ; ,.tI:. 

1 _' r CONCLUSION ,.. : ,.ss . ...::.. ( :' ..,, ,p 

For the foregoing reasons, the judgment of the district court 
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DRUG PRICE AND PATENT TERM Am 
i ,’ P.L. 98-417 

DRU( : PRICE COMPETITION AND PATENT ‘_ 

thF Committee _ -.zax..~, .~~,~ne~..~d~~rc~<.b whom opite referred 
91 (Gus% to amend the F&&d Food && .-&,d: ccp-k:, 

Act to author- an abbreviated new.drug app& 
y5 of that Act f 

4 i 
or generic new drugs equivalent id i; 

I; 
_ 

19“lT*U 

@Sder sectiq!z j, &$&&j new ..- 
tlruge, haying ciMMidered the same, rep&t favo&&iy thereon .&K. ” aWndments and recommend that the bill as arnekJa’-.‘- --- 

[page 141 

hWO8R AND !hlMARY 

_: 

. . . 7’ ,,.,. 

The pu* OF’ Title I of the bill is to make available more low 
cost genes? drugs by establishing a generic dru 
dure for plyneer drugs first approved after 196 . I 

appfoval proce- 
Under current 

law, there us a generic drug approval procedure for pioneer drug8 
a roved before 1962, but not for pioneer drugs appr’oved after 
l&. 

Title I of.the bill generally extends the procedures used to ap 
prove generic coplea of pre-62 drugs to post-62 thugs. Generic copies 

2647 
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L&GISLATIVE HISTORY 
P.L. w-417 
[pa8e @‘ I .“. -: ’ 

of any drugs may be approved if the generic is the same as the 
original drug or so siinil,$r that FDA has determined the differ- 
ences do not require safety and effective&%?,esting. 

TI$. 1 also requires pa+nt,pwnee ti &&it information to FDA 
regarding produce and; uqe ‘p&d% “tJ&‘%&%& approved drugs. Ge- 
neri,c copies of these .drugs %iay bk”~a$q%6%d when the patents 
expire unless the generic ~~mpany’~&%tifl&‘that the patent is in- 
valid .or $1 not be irifrin&d. In sucti@&s~~ the generic company 
,,r~ust notify +tb$. patent owner abo&i&%&ification and approval of the generic drbg &;f&$f~ ma~&-<j6&‘&+ve unta the court de 
tides the sitit f&r ,pirt.$tit “iii#ringeti&(“?& % period of 18 months 
whichever @cc:*rs first: N~O%%tion‘&&W b&given when 
has submitted an ANDA wi’th’bio&qUi&&& data. 

the generii 
1 In addition, TiQe I’ ‘a$&” f&$i y&&V?f ;C;jt,lusi~ market life b 

‘drugs which spay not be p&f&it& and:%&& are approved for the 
first time, er enactment ;iif’thG tiirii” l%&er, drugs which were .Bppniv’ed for tffe ‘ji-&‘gG$ ‘ii;ei?k’fi I&@ -&a:the date of enactment 

received ten years of excludv6 rnGke~iit&~ “’ : 
:I;- . ‘. ,-__ ,, ~~<,A”” -a’* .;*i:.. .;&&pi~~~“,$.~..~ ,’ “L:, ;a~,~.-&&?.~ ‘:.,,; _/ -’ 

TITLE q>;j..;;,;;:.:‘r .; _,,_:. 
The purpose of Title XI of the bill is to~iS&te a ne‘w incentive for 

increased expenditurqs for warch ‘ti&’ development of certain 
products which are subjtit tu’pretidH~& ‘gov&nment approval. The 
incentive is the restoration df some of the-time 
-while the .product 4 a~&t&g~, 

lost on patent life 
law, a wtenyw?f&’ “tc;: d%us roval. Under currrent 

testing and av@ting apprr vai to market it:-: +- 
er of the product is 
: 

Title If of H.R. 3645 prqides fO;i;’ G&g &ten&n of the earliest ~~z”h”,.;,,;~i,.,. -_’ pat+ on certain producta subject to pwtiarket‘ approval. The ex- 
tenslon would be for a perida equal to: (ljl%lf of the time required 
to test the product for safely (and eff’eciiveness in some cases); and 
(2) all of the time required for the age&y to a prove marketing of 
the product. These producte include: human rugs, animal drugs, 
medical devices, and food and color iidWiiGs. 

rr 

Title II places several limits on the period of patent extension. 
First, the period of extension may not exceed two years for prod- 
ucts either currently being tested or adiing approval. For all 
other 
+con l-r 

roducb, the period of extension may’ not exceed five years, 
, the period of patent extension when added to the patent .,.*1. :l_“. 

trme left after approval of the product may not exceed fourteen 
y~rs. ‘&ird, any timq,that the prod&$‘s manufacturer did not act 
wtth due diligence during the regufati$‘revie& j&oil would be 
subtracted. Finaily, Tctle II -cidei ihat it” Lp& f+& .& of patent infringe- 

fnent fore generic drug maker to import or to test a patented drug 
m preparation for seeking FDA approval if marketing of the drug 
would recur after expiration of the patent.’ ‘ ̂  .~ 

HEARINGS’ 

The Committee’s Subcommittee on Health and the Environment 
held one day of hearings on H.R. 3605, thi Drug Price Competition 
Act, on Juliy 15, 1983. Testimony was ~r&%Sved from 15 witnesses, . . -.. ” ^ 
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fwge 161 
.’ 

% -’ 
representing nine organizations, with additional material submit- 
ted by two individuals and organizations... L.+~ 

., ” : &.;. *la‘, *1:$ : 
.’ .~ ,.;.‘.~~>,‘I..~ . ‘“:.” +,~;&&&N8l~~ti+f : 

._;I) .,.. ̂  ,i On August 2. 1983, the @&mit&‘e;‘;’ 
_( .̂ 

gg-&.mittee on Health 

_‘_ . ..,~ (, , , ‘y “, !: ,.:i and the Environment met in open &&on~~@n~order;ed favorably re. 
y’:,,‘. ..:‘i;*T. ” : : ‘poted -H.& 3605 without amendment by&“‘-’ 

,.) the bill, and ordered it favoi 

*..: ‘L,‘-. : 
: ,‘_, ,* I .a ,__... I’ ,:,:*:,.~:l ,d“ Prior to 1962, the Federal P&d Dr 

,. reQuired that all drugs be appr&ed ~S’L- 
1 marketed. The 1962 amendments re+tMd‘ tl.. 

_ _-I’ nertc and pioneer, 
marketing. 

must be appioved as’&f$&d’$~ 
._ ~~.g?~“*~~” .~ 

As a result of the 1362 amendments, FDA %d two 
/. - 

. . . . 

_ 

ing pre-1962 drugs. First, the- agencv’“@& 
&;yd ‘DJ SI) to -determine if ail pie 

, IA established a policy 
neric drug equivalent to~%M@ 

nermitt ., I Ifi&& _ _. _ 
Aa a result of the 1962 amendments. th&’ 

neet drug must conduct tests on hu&&& 
be safe and effective and irutimit the ret&,& 

the samKi$.the pioneer drug and 
,atid..,l.&eled. This informa- 

ed new’ &ug”application (ANDA). 
an ANDA is that the 

--5---- -.-man clinical 
n&%&$&y and wasteful 

in&J $41 be safe and effec- 
he&se it requires that 

-- 
tion (NDA). A manufacturer of a gi&&j%~‘ 
that ehow the generic drug is 
that it will be properly manufactured 
tion is submitted in an abbreviat 

The only difference between a NDA .and __- ___ 
genertc manufacturer is not required ‘to’~&S&ct KY 
tnals. FDA considera such retesting to be uri 
because the drug has already been determ: 
trve. Moreover, such retestin 
some stck patients take place 

is unethical 
. - %08 and be de: 

---m-v. 

.-- 

e FDA allows thie ANDA procedure only for pioneer drugs ap 
2. There is no ANDA procedure for approving ge- 

neric equivalents of 
FDA has been consi B 

ioneer drugs a 

qNDA po1icy to 

erin c 
p&wed after 1962. While the 

since 197 

tion. Because of t e agency’s failure to act, Title I of H.R. 3605 is R” 
t-196 f 

an e;lt‘tension of the pre-1962 
drugs, it has not extended the regula- 

necessar 
Some K 

to establish a post-1962 ANDA policy. 
ave suggested that “Paper NDAs” be used to a prove ge- 

nenc equrvalents of pioneer’drugs approved after 1962. e nder the 
Paper NDA procedure, the generic manufacturer may submit sci- 
entlfic re 
eafety an 8” 

rts, instead of clinical trials, to support findings of 
efftcacy. This procedure is inadequate, however because 

FDA estimates that satisfactory reports are. not available for 85 
percent of all post-1962 drugs. 
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Currently, there are approximately 150 drugs approved after 
1962 that are off.patent and for which there is no generic equiva- 
lent. All of these drugs could be approved in generic form if there 
was a procedure;“‘@ach year, more pioneer drugs go off patent and 
become.available for approval as generics. ,-, : “:- . . . 

&I%% ‘thP‘&i@i available or soon to be available for generic ap 
@b$& ‘am ‘f%~,.~~~‘6d~~rs: Valium, motrin, inderal, dywjde, and “‘..,G$ c-.,*i. ,a. y. * 
l%di. Dyawde, flsr example, is the most widely used diuretic for the 
tZ#&ment’. *of ,,t;ih,bloud pressure. Its patent expired in Ig$i -. 
:%Iium’is a piipul$ tranquilizer whose patent expires in I965 Ani ‘,,: ’ 
other itrug who&‘patent has expired is indocin, an*.an&inflamma- 
tory drug wed in ‘the treatment of arthritis that is the tenth high- 
eqt selling drug in the United States. 

The availability of generic versions of pioneer drugs approved ’ 
after 1962 .$$u@. &+ve. American consumerir $920 million over the 
next, 12 years, ,QjZt_lr Americans, in particular, would benefit be- 
~artse they E,.a&st 25 percent of all prescription drugs. 

Moreover, the,, tack of generics for post-1962 pioneer drugs will 
co@ Federal and State governmenta millions of dolla&. For the 
drug metronidazole, purchased by the Department of Defense, the 
taxpayers sav~edapproximately $1.2 million in one year a8 a result 
of the availability of a lower priced generic version. Federal and 
State goveri$$e& will be denied comparable savings, on -drugs ap- 
proved after 1962 because of the lack of an . v.’ ‘1.. ,~~.i~~~~~.-~:,~-~.~~*~ * :~~~~~~~.*~~~~~~~~~~ approval procedure. 

.;, +,‘.y”/,.y; e&&h G)<. : ~;.x‘,$ 
TM IX-PATENT TERM RRSTORATION 

‘. Patents are’ agig& to promote innovation by pro&iing the 
right to exclude others from making, using, or selling an*invention. 
They enable iiiiovators to obtain greater profits than, could have 
been obtained if direct competition existed. These profits,act as in- 
centives fiiZGtiG&ve activities. 

Although thG’$tent term in the United States is 17 years, the 
period during the patent term in which products are marketed (the 
effective patent Iterm) is. usually less than 17 years becat@ patent-s 
often are ol&ied before products are ready to be marketed. 

Effe&e pat&t ‘terms are influenced by many factors, including 
Federa. pr&narketing and premanufacturing regulations. The 
producta covered by these regulations include pharmaceuticals, 
medical deviceq,$food additives, and color additives. Pharmaceuti- 
cals for instzince cannot be marketed in the United States until 
they have been approved by the Food and Drug Administration 
9A). To obtain such approval, drugs must undergo extensive test- 

“$ 
to prove they are both safe and effective. All these products are 

su ject to different regulations that have had varying impacts on 
effective patent @xms. 

In testimony before several Congtessional committees, represent- 
atives from the pharmaceutical firms that are heavily involved in 
basic research,and rely upon patents, claimed that the average ef- 
f&ive patent term of drugs has declined. They argued that a con- 
tinuation of the decline would result in decreased expenditures for 
research and development and, eventually, in a decline in the in- 
troduction of new drugs. 
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As compensation for the loss of patent term due to government 

review, the. research intensive firms argued for patent term exten; 
sion legislatron. They stated that the legislation would create-a sig- 

j. niBcant, nep, incentive which would result in increased expendi- 
tures for research and development, and ultimately in more inno. 
vative drugs. d 

_._ ‘,-;>;.i ., ; .:,*7.i .; ._ _ ,!, .,“Z, . . . ..A’. ,.::: j t- ., ,:. C.“, .L,<,, . . 
! ,a, +:.. f.. ::, ;;;;,I -:’ +..pz crx* ‘...~~*~~. , COMMI~EE OVERSIGHT FIIVDI$S I 

-l; EJ., ‘. i i ” .‘_ ,L,..f:;,:‘,;;;::. 
pu&..*t ti ciause 2(]K3XA) of Rule xI of theR&g of tie jp&d 

:,, ,.%+& ” ,A ol Repre&@at~ves, the Committee reports that .ov$sight- of ‘the’ 
Food and Drug Administration and the Federal Food, Drug;, a&l’ 
Cosmetic Act was conducted by the Subcommittee ‘on Health and 
the Envr,r$nment. A hearing was held on July .15 f983. ~The&$” ings of the’ ~,~mittee’s oversight activities hlive.~incor~~~~~ 
into th&,legiglation and are discussed in. th&& @‘;tions of this 

.“~:~*~report entitled “Background and Need for the’ I&slation~‘~‘:and: ” ’ 
“Section-by-Section Analysis.” 

_. COMMITTEE ON GOVERNMENT OPERATIONS ,, ,.I 

Pursuant to clause Z(lM3KDl of rule XI of the Rulg of the House 
of Representatives, no oversight findings have been submitted to 
the Committee by the Committee on Government Operations,. ,, .-- 

,_ .; .,,iu~~q+w~~ :v.-i &~Mlq~E& &,.*aM&T&. . ,~,~~ .&;;. f 
: :., ” 
,; :‘&. <j.- ) 

In compliance with clause 7(a) of rule XIII of “the‘ Rules’%the 
‘.- House ~of Representatives, the Committee believes that the‘&@ if 

any, incurred .in carrying out H.R. 3605 will tie’ offs% by savings to 
the Federal government. In testifying before the‘C&mittee’s Sub- 
committee on Health and the Environment, officials&m the Food’ 
and Drug Administration estimated that any greater worklc%d’re- 
sulting from the approval of generic drugs under Title I would be 
absorbed initially. Later, the officials estimated, some additional 
staff might be required to process generic drug applications. This 
addition,al staff could cost up to $1.1 million. The actual cost tpthe 

-Federal government cannot be estimated tiause it is unknown 
how much additional staff, if any, might be hired.* “’ .. 

‘, : Enactment of the legislation, hotiever, will result in sig&ficant 
cost savings to the Federal government. Unlike the costs of H.R. 
3605, these ,,savings are certain. The Federal government spent 
about $2.4 billion for drugs in 1983. Many of these drugs will be 
available as low coat generic after enactment of H.R. 3605. For ex- 
ample, the Department of Defense saved approximately 31.2 mil- 
lion in one year when a lower priced generic version of metronida- 
sole became available. 

CONGRESSIONAL Buncx~ OFFICE EST&~ 

Pursuant to clauses 20X31 (Bl and (0 of rule XI of the Rules of 
the House of Representatives, the Committee sets forth the foilow- 
ing letter and cost estimate prepared by 
Office with respect to the reported bill: 

the Congressional-Budget 

‘ 
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-a2-~~‘;T:- U.S. &NCR-, 

thJQR@3SIONA;i BUDOET %'P'ICE, 

Hon. JOHN D. DINCELL,, .’ 
f%dh@m, DC, June 19; 1984. 

>,( ,>.’ “4”‘“‘;: <&@$$J 
Chairman, Committee on iher 
House of Rep~entatives; Was f 

and Cbmmerre, 
&ton, 2X ,, ‘< ..m*~;~..Q<;.& .. 

*DEAR Ma. CHAIRII&~ The CongiUelonal Budget Office has re- 
viewed H.R. 3605, ,the Drug Price timpetition and Patent Term 

. I&&oration Act of 1984$$ ordereX?epoit;ed by the House Commit- 
” __ \ ;;$g ;,q+ _hL. “w,*t*“’ <&v : . .“s-i ( iL‘ tee on Erie 

Title I of t T 
,and ~m.m.orce on June 1’8 ‘1984. 
is bill would allow dru ” m&ufacturera to use an ab- 

._‘_ ,,.( breviated new drug a&Wation (A&I, % AYGhen seeking ap 
niake generic copies of .drugs that .%o& s”; %ed by the F 

rovat to 
ood and 

Drug Administration’ (FDA) afte~“W6~ % estimated 150 d 
_. 

&co 
roducta approved ii&?,, fW2 are”&‘%@tly ofF patent and wo$! 

me available for @$neric copy uriin$ the ANDA procedure pro- 
posed in this bill: 

The FDA estimates that the enactment of HR. 3605 would at 
least triple the workload of the division &a 
ANDAs. Currently, this division reviews AN 

nsible 
f? 

for approving 

of pre-1962 approved drug roducts. 
P 

Aa for generic copies 
The workload would increase 

as several manufacturers fi e an ANDA fdi each drug product that 
becomes available for generic co 
ing information on QIW S~W~B: 

would be review- 
isa it would take 

them a year to proceee each of the new :applications. This is about 
three months longer on average than. it, currently takes to process 
a pi-e-1962 ANDA. Dr. Marvin Seife, Dir&%&- ‘Of FDA’s Diviaion of 
Generic Dru 
Health and a t 

Monographs, ,&stifled befosS the Subcommittee on 
e Environment that a gC@S? ioorkload could at first 

be absorbed, but may later require additional o&e space and 15 

sition plus overhead and fringe be&Its is’ $70 000 %e 
new FDA emplo ees. Assuming an aver& full-time uivalent po 

coat to the FDA of implementing thiip .leglalatibn Gould 
tential 

c 
$1.1 million. The actual cost to the f&leral government $% 
depend on the extent to which the FDA ivould expand to accomo- 
date the increased worklo:lll. 

Enactment of this legislation could also result in savings to both 
the federal and state and local governmenta. In fiscal yerv 1933, 
the federal government spent approximately $2.4 billion for dru 
m the Medicaid program, “and in veteran and milita 
Data on drug costs in the Medicare 

hoepita a. r 

federaf government is currently R 
vr rogram are una ’ able. If the 

pure Xaing these 156 copiable drug 
pr$ucts at higher, brand name prices; savings may result if lower 
pnced, 

It is d 
eneric copi- of these drugs are substrtuted. 
ifficult to know in advance which of the available 150 drug 

products manufacturers would choose to copy. It is also difficult to 
estimate the price at which these generic copies would be sold. Ge- 
neric versions of ten popular dru 
on average 50 percent 1~ than t a 

produc@ ahow their price to be 
eir brand, name equivalent. The 

dollar amount the federal government currently apents on these 
150 brand name dru 

7 
producta is unknotin: 

Title 11 of this bil’ would extend the amount of time for which 
certain patents are issued to include 8ome or all of the time re- 
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bask iol 
quired for a manufacturer to test a 

&I and to receive marketmg approval. B 
rodUCt for safety and efficacy 
roducta affected b th’ 1 - 

lation would be drugs, medical “d&ice&, and food andYcoIl zd%I 

-y- 
: fj 

tives. Manufacturers must show due’ diligence in their product test- 
rng or this amount, o( time will. besubtracted from the total life of 

.j dJ 
,: :.i LU.&,‘~ the patent. This 

FDA. They WOUI 8 
rovrsion w&Id 

, I ‘i,’ .^ P 
&%‘bti idditional.bu&en on the 

,,,. ~+:rv:;: ’ 
,.be respcineible .O; k&ping trackof a manufactur- 

,j ., . ...:“. -*,.. :A,’ 
, & ” “,~*:;. ‘,~$$?@etm& the t&ti,ngi These Co& ‘however’9+eu~d be negligible 

er s.,,prqQuct testmg time and for “detekmining their diligence in 
: .+&q+, “,“, i.~, 

‘- 
.I : ̂ _ ‘: j., . ..’ 4 z ;a. .:. ‘. 

. Enactment of t&s bili, co,uld r.e&f& incr&&ed &rsonnel costs td 
<. .‘:. i ;. : 

: the federa! government of appr&i&%ly ‘$i 1 million’ -‘The bill 
“however, &es y$ s~ifically aul&Md addi~~onal’~~~d~~riatiou; 

_, ., ..I 
for the-FDA?&3 f$!.,p+Y also r@uti’inlsavinge if’cheaper genetic 

,_ .,- ,,++:-:a 
drugs are ,made availa& for purcha&“by the f&e&i govirnment r+‘“,&+‘*.&e, rP . ; 

“:t’.>.t;;;“.. 1.. _’ 
.,.?,, ;~.~ese savings wo$i~ occur in v&%&programs throughout the 

budget such as Medr~aq, Medidid~aid the Vet&a&$ Administra- 
tion. However, the magnitude of the&:si&ing& is unknown 

: .. 
~~~ cali me if 1 can be of~~i~~~~~l“~~nce or ;ouF staff 

!y wmh 60 contact Carniela Penk(i264$!20) of our budget Analy- 

rq 
su Division for further details on this”&iinate. 

.-, 
;$:,.* Sincerely, - .I. .f.” :,d$-~<$g .-: ‘: ;. 
; -s*y :,+> 

~‘,;. ‘. _: 7. ‘- g+$$’ i. 
--Y 

FiRi& “jjA&NER 
(For Rudolph G. Penner, Director). ..: 

INFLATIONARY I*+*. Sfryps~m 

.“, Pursuant to c!~~,~l~~~~-~~~~~~~~~~u~~.of the House of 
Representatives, the Committ&*%iak&. the following statement 

4 
vvr$; ard to the mf+onary irnpti’of the reported bill: 

,. 70 .mmittee believes that ehact~ent of H.R.’ 3605 will not 
&G have an inflationary impact up% ‘the &onomy In fact Title I of 

the bill wrll have a deflationary”ef%CYb&ause’it m&& available 

..T ~ 5; 
lower priced. generic versions of drugs: Such generic drugs are 

$j 
three to fifteen times fess costly than their brand name counter- 
parts. The. estimated $1, billion cost savings to consumers as a 
resuit of Title I’s generic drug 
flationary effect u 

ap rovai procedure will have a de- 
n the nations economy. While Title II of the P 

bill provides for a imited extension. of t%e patents on certain prod- p” 
ucts, the Committee glieves that @additional patent term will 
act as a spur to develop innovative and, ultimately; less costly 

: -“..-~~~~~~~~,~~~~~.“‘~~~~,~~~” treatments for diseases. 
3 

;‘i:-,‘;,~~~;~‘~~~~,~“ . . 1 .’ . . / I 

8 SECTI~BN-BY-SQ~ON AWLYSIS 

TITLE I-DRUG PRICE Cd&lT~ON ACF 
“s: 
z ,il Section 101 
s Section 101 aniends section 505 of the Federal’ Food, Drug and 

3 
Cosmetic Act (FFDCA)* to establish, a new suhsection (3) providing 

,,. :. 
-.;$j 

for the approval of abbreviated new drug alpplications (ANDA) 

c.2 
Paragraph (1) of subsection fj) s&%6 forth the information which 
must be included in an ANDA. 
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!e bill is to , ,_-i 

1 
xtive. &me have suggested~$ 
in all respects to 
i&s that permit A 

!hcz :@$&&uch distinction.3 In rejecting t66-3 . . .._ .*.,.. 
regulation comment43 that. : 

.& ,the. same in dosage f&m, stre 
lntains the same active ingr 3 
.under the same conditions of, ._ 

ill permits an ANDA-to be al 
I for which the listed drug’ 

PA must include sufficient infor 
W of use for which the applicant 

ore t.@sam~~:as those that have been 
~eapplicant need not see f: 

reviously a i 
approval or a P 

le,. if t~e,.l,isted drug has 
. ‘rug has been apprevt 
+en 1. app-mvfi for hypekt+rsic 

,“a.. I ;1:. !;-i*, 
rent regulations for consideri 

- -72 permit -q 4 “’ ‘*I 

the listed drug 
the active in@+ 

’ drug hae 
tion rnrupt be inclu 

*~~~‘**“‘;*>i:“. :.: .,. ” the generic’ drug are w 
- In addition, an AN1 

for the pioneer drug, section 101 of the bill o - -. 
IDA may not be considerd‘ 

vektu 
for a &ml 

13~ @,ot been previously ap 
P 

roved for tl 
; also contain suf lcient infon 

FFe ~c:‘tvf? ingredients of the generic drug are the same”.& those of ~ 
:. If the listed drug has one active iti@edierit Xieu *’ 

lient of the generic must be the’si&: If the’listed 
I ‘rntirkl than one active ingredient, then suffS&t infokrkk ‘. 

tded to show that all of the a&ve~i&redienta in.~, 
-- *Le same. .,, .“_ i ‘(St 

IA must contain sufficient information to 
BhOW that the route of administration, the dosage form and -the. 
strength of the generic drug are the same as those of the listed 
drug. 

Further, an ANDA must include suflicient information to show 
that the generic drug is bioequivalent to the listed drug. 

I ,, .,,. i,.,~e?r,II*- dl j 
*The term~“lixted drtq” ix explained in paragraph 16) of new xxction 50&J uf rho F?‘L@A 

Gp?$t . a bated d 
tee 3 

mchdr any drug that hax been approved for ufety a,4 pffxctircn~ & 

’ 48 Fed. g.‘k? (19831. 
under new xukection tjk. 

; fj. lx; !8787 

21 ~.F.R. 3lim providn in part: 

p-’ 

bm 

“A pw,pxc$ive applicant may seek a determination of the x&ability of an kweviatsd new 
drug appbu~on for a product that the applicant believex rimilar or related to a dv prodtict 
that hax been dec1a.e ta,be Alitable for an abbnvixted new drug l ppfic&on . . .” : -CF.. 
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: .~_ ‘. ‘. ) -s,.. ,;. ” .: \j,f i ,i* ,. .;, I‘ ,:; ., , ..;: q(i lrwe 221 ~:?~;,t contain =dequate informaiion‘ta‘~how‘th~t . “’ 
ing for the generic drug is the same-as that of 
te Committee recognizes that the prop&&d lab& 

ie he&r,ic drug ma not be exactly the same. For example, 
d ,addrss of t K e. manufacturers would vary’& 

‘. ‘. “’ 
mi ht. 

for the two 
P 

roducts. Another exam$e‘is t ‘at f 
d%‘the coating o the listed drug and another coloi- .;;;‘:$,I.‘:- “. *ye ieneiic drug; The FDA mi ht re;iiuirg .‘fy--= _ 

ft 
uf&t 

~~?specify the color in its label. T. ‘e-geiieric rG$iV :;,i ‘:: i:: 
$$$i~h’has used a different color, would have to specify a. _, e~l>y”&~r-L-) : - 

of the composition of the Beneric drr 
ri -of..themethods and controls used in the mar 

J of the generic drug, samples of 1 
?ents, and specimens of the propo& i., 
4’ must. include a certification by the apl 
of certain. patents applic-able -to the. 1.. 

ent ‘infor-sation has been eubmitted under sect 
riifi $#j&fs~ all d&uct Da&fib which ~&;ijn the listed 

i- iiild$f~~j &“pat&nts which claim an indication for the’drug for’ ‘. 
oh&he” app ‘1ica.M is seeking approval (hereafter descfibed as a 

i.ing use patent), the applicant must certify,. ! in hti‘ opinio& r . . . 
t$‘thii be;st .c# hii knowledge, as to one of four circumstances., ~ ,.. __ 

certify that “the patenV~~tion’;required 
ed if that is the 

, The, ap$ieanf:’ %a$ 
under sectiiins‘ 505 (6) and CCC, has not been submitt 
case. If appropriate, the applicant may certify that .one or more, of 
the *&duct ‘or “+%iitrolling use patents provided hav8*expi&l. 
Thir , the ,agfli&nt may certify when appropriate that ,one or 1 
more of the-@roductor controlling use patents will expire-‘at some. 
specified date in the future. When the applicant makes these certi- 
fications, it must rely upon the patent information supplied to the 
FDA.. Last,. ana~l$icant may certify if applicable that one or more 
of_the product or controlling use patents are invalid or will not be 
intiinged. i. , &Id; &,; .L> . 112 

The Committee ,r~~nizes that in some instance;i an-‘~‘~ iica6il‘-” ~ “‘ri- ” 
OB will have to make,multiple certifications with respect to pr uct or 

controlling &e patents. For example, if the 
.1. _ I-.*.%_.iiC, >: :i.,. ,.I_ ._ pired and. a palid. controlling use patent 

roduct patent has e? 

years, then,‘thi.a 
wi 1 not expire for three P 

a pl’icant must certify that one atent has expired 
d and the other wi 1 P expire in three years. The 80 mmittee iptef& 

that.6 appli&%t make the appropriate certification .for &ieh prod- 
uct’and controllinguse patent. 

“e.., Eighth, if there are indications which are claimed by any use 
patent and for which,the applicant is not seeking approval, then an 
ANDA mu& state, that the applicant is not seeking ap roval for 
those indications which are claimed b such use patent. E! or exam- 

I *I” ple, the listed drug may be ap 
P 

roved r or two indications. If the a 
plicant is seeking approval on y for indication No. 1, and not m r i- 

.._- cation No. 2 because it is protected by a use patent, then ,the applt- 
cant must make the appropriate certilication and a. statement ex- 

--m plainin that it is not seeking approval for indication yo. 2. 
Final y, the Committee intends that an ANDA contam any infor- 1 

mation available to the applicant regarding reports of adverse ef- 
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fects not reflected in the labeling, an’environmental impact analy 
sis pursuant to FDA regulations, statements regarding the protec- 
tion of human subjects in clinical investigations as required by 
FDA regulations, -and a statement regarding compliance with good 
laboratory practices ,in non-#njq~~ investigations as required by 
FDA reI@ations*6 , _ &~;,~:~~+$~ : 
ANDA $ for drugs WI&& a?$diffeii&,~ _, 

Paragraph (&+, p~~hi,,i~~‘&;?@&n from submitting an ANDA 

for a generic drug which :differir from the listed drug unless the 
change is permitted by 

>^?.“, ii.,l1” .&*<<.:“., t- 
the statute~and the FDA has granted a petl- ” ,; (, w~Bp <*‘-” r”-:, , tion requesting the change. ~T!~~ .:~~~~~~.~@~~~;~~- , ” : .,* 1. , ,._ : : - ~ 

If an applicant wishes tdvary ‘the route of admmistration,*dosage 
form or strength of the generici.drug from the listed drug, tt must 
first petition the FDA for ~~pi$rmi;(iis’ion to file an ,ANDA.-for the dif- . , .” “&. ;;“~-T+i.; i . 
fering generic dru$‘Iix ‘add!tron; an apphcant may reW@t to vary 
one of the actiire ingred$@$“iii tbe’.generic drug, from. the l~r+ed 
drug when the listed drug i3%%&b@on product. The remauung . . 
active ingredients of the g&‘ierii?drtig~ must be the same a~ the 
other active ingredi&iitZ of the li&&“diug. 

These are the onlj;‘cha~~~~~~^~~~‘listed drug for which an ay 
plicant may petition, .+, is (?tij&iined in the ANDA regulattons for 
pre-1962 drugs, the CommittedgerWally expects that approval of 
petitions will “ordinarily be‘limited,to_ dosage forms for the same 
route of administration or tcf%&el;y related ingredients.” 7 If the 
FDA grants a. p&ittiJoi -i& ‘j&.‘Q$:: gg.&g. ,!kt~ drug9 the FPA 
may require such additi%al* m,ori$a Ion !f 3 m the ANDA regardmg ‘>LCz& .3$ ix .-_, ;r .* .yz‘, 
the change as it de&$nece&#y:’ ..‘- 

The FDA must ap$rove %’ j@tition,, to submit an ANDA for a dif- ” 
fering generic drug unless,clini~al‘~studies are needed to show the 
safety and effectiveness of th& change. In reviewmg a petition to 
change one of the active in&ed&$ in a combination product, the 
Committee does not intend to char& the FDA’s current policy re- 
garding the evaluation of the safety and effectiveness of combina- 
tion products. If the FDA finds that safety and effectiveness testing 
of the active ingredients of the drug, individually or in combina- 
tion, is required, then the FDA’must deny the petition. 

The FDA must either approve’ or disapprove a petition within 90 
days of its submission. As is the +Wunder the current regulations, 
“there is no legal‘ requirement -that the hearing opportunity provrd- 
ed by section 506~ be made aveilable to ANDA applicants who dis- 
agree with an adverse agency deci&ion ” on whether clinical studies 
are needed to show the safety and effectiveness of the differing ge- 
neric drug.” “Appropriate review of such decisions may be 
had . . . under the applicable standard-that applicable to admin- 
istrative decisionmaking generally-which is whether the agency’s 
decision is arbitrary, capricious, an abuse of discretion. or other- 
wise not in accordance with law (5 U.S.C. ‘706(23(A~t?.“* If the FDA 
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does not approve a petition, then an A$IDA may not be filed for a 
generic drug that varies from the ,li@d drug.‘ 

An ANDA for a drug which di~ffers.~from, the listed drug and for 
which a petition has ‘been. @proved: bythe FDA must ~qontain such 
additional information retarding the difference as the FDA may 
require when it ant&i t. e’ petition~‘I%r’examjz4e, if the route of 

$ 
a 

administration o the gen~~ic,.di.u~~‘~~~~~~r~~rn that of the listed 
drug, ‘then the FDA~~may@juire .,&kh$dditional information on 
that chati e 85 it &$g& g&$&&w. 

If the I%A p 

.’ .‘-’ ~~~~~~.:~~~~*~~,;:, gzili j>:‘. .‘“-1 ..,, “,J$ $ ;, 
a proves,a p$ition,.pe*ittin an applicant to vary 

one of the active in@dients ,o.f”a ‘g&%rik f rug from those of the 
, .j.* $<?” *“‘- listed combinatiori’drug, the ANDA m$i~t contain-“luffI~i.enf infor- 

mation to’show that, the active ing&kii%%t% oPthe,gegeric drug (in- 
cluding the vaaying‘sciit;~‘inljredient)~~~~.of the s+@pharmftco- 
logical or therapeutid class as tho,seof&he, listed drug. In addition, 
the differing generic diug~iriust be expected to have t,he same 
therapeutic effect when~ administered ‘ti “‘wtients for an approved 
condition of use. :.,‘.., .;‘ .~~~&& ( I, ;_. ‘> ,I .*.I. ‘: . . - 

An example of such a change in.*otieof the. active ingredients 
that the FDA might find acceptable. is the substitution of a+amin- 
ophen for aspirin in a coiinbination .product. Another exam 
might be the substitution of one antihistamine for another. ?p 

le 
he 

active ingredient, which the appliGX?wishes ‘to‘ vary and which 
the FDA has granted a petition, must have been approved for 
safety and effectiveness or must not be.,.within, the requirements of 
section 201(p) of FFDCA.iO ,. .% .~~,~~.N~,~*i”x~~~~~~~ ~~~~~,~ .I *( .ci;~-li ._I, _ ‘;_ .,,, :.>.. 
Certification of invalidity of noninfringement of a patent 

When an applicant certifies that any product or controlling use 
patent is invalid or will not be infringed, paragraph (2WB) requires 
that it must give notice of such certificat.ion ,to.either the owner of 
the patent or the representative of the patent owner that was des- 
ignated when the patent information was.submitted under, section 
505(b) or fcl of the FFDCA. The FDA may, by regulation, establish 
a procedure for desi 
patent owner. In ad dB 

nating in the NDA the representative of the 
ition, notice of the certification.must be given 

to the holder of the approved New Drug Application (NDA) for the 
drug which is claimed by a product patent or the use of which is 
claimed by-a use patent. 

This notice must be given simultaneous1 with the submission of 
an ANDA. The Committee does not inten I that applicants be per- 
mitted to circumvent this notice requirement by tiling sham 
ANDA’s or ANDA’s which are substantially incom 
mittee intends that the applicant ‘must have 

lete. The Corn- 
ma e a good faith s 

effort to meet the requirements set forth in paragraph (2WA) re- 
garding the contents of an ANDA. 

While the Committee does not intend that failure to include a 
minor piece of information in an ANDA vitiates the effectiveness 
of the notice required under paragraph (2MB1, an’ ANDA must in- 

lo 21 U.S.C. 3211~1 For example. a drug marketed pnor tu 19:lP and unchanged is 8, “grenc+ 
thered drug” and thus not withm the ecope of the delinitiun of “new drug” #et forth In aWlon 
2Oltpl of the FFMIA. Another cxsmplc of e drug outnide tha rope of wctum ‘2@l~pl~u l pdUct 
that ts generally recognwd as safe and effective and that htu been umd to n motenai extent or 
for a mi;lerisl time. 
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the generic drug is not the same’& that of the’ h&&l dr’;e~ a&I. the 
listed drug has only one active ingredient. An Al’&X’must”a”lso’be 
disapproved if any of the active ingredients in the generic drug’ are 
not the same as those of the listed drug unless a petition regarding 
a ch e in one of the active ingredients has been granted. If the 
listed rug is a combination product and a petition permit& 7 a 
change in one of the active ingredients in the generic drug’ % as 
been granted, then the ANDA must be disap loved 
active in 

ter- 
‘ents of the generic drug are not t R 

if the other 

the l&r 
e same as thoee of 

drug. Further, ANDA must be disapproved in e&h-Z cir- 
cumMa$& if the different active ingredient in the generic drug is 
not a listed drug or if. the different active in 
within ihe requirements of section 201(p) of the 6 

d$,ret as a drug 

Fourth, an ANDA for a drug which is the same must be disap 
praved if it does not show that the route of administration, dosage 
form, or strength of the generic drug are all the same as those of 
the listed drug. If the route of administration, dosage form, or 
strength of the generic drug differs from that of the listed drug, an 
ANDA must be disapproved if no petition regarding the change 
was ranted. 

Fi th, an ANDA must be disapproved if the P; 
from the listed drug and a petition regarding t 

eneric drug differs 
% e change haa: been 

( ‘.. 
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d, but the ANDA does not contain all of the &diti&&&. 
mation that the FDA required in granting the petition. 

A sixth ground requiring disapproval of an ANDA for a gen& 
drug W&W active ingredients are the same ‘as tharli; nf t-ho Ii& 
drug is that there is unauffkient informatinrCG% 

4 neric drug is bioequivalent to the listed di;l 
i.“‘ j__ ing a chai~ge’in one of the active ingredient;i in%‘& 

,_ *: A<-& ’ ne~r#c. d*rug,~has been granted, then the’ANDA%i 
@ation” fails to show th&. the aict 

.- .: :..q 3 that. they g&i 
:. _;, ,,B ,?f a:ufa++$i 
.’ . _ ,~a 1,” ^ ._ 

the propo& lak 
. ing a chang ..’ 

1 .i ,#) : ~1:’ Eighth, a 
“: mation before the Fl 

” 21 U.S.C. 36~aWlMO. 
I* Sa Untrue atatementa in application. 21 C.F.R. 314 12 (1932). 



LEGISLATIVE IilSTOHY 
P.L. f&17 

+%e ANDA's will be submitted 
bb- lb+d dm ‘has ex. 

k the % DA con- 

,a-, w..“.. -..- 

d$ately. If the 
tt information 

.-” y.V..” ..I -..- , -, 

~‘&SWWWP~ mdm offo&.iv* in one 

. 
1 r The Committee wise4 that, in certain ineWcee, the pd+ owner may agrn wit! ‘he 

certification of the a liant. nor csamplr. when the applicant certlti Ihat ~mt No. 1 m In- 
w~lld ed ptmt No. ps L not infringed, the pdent ,owner ~UJ 

r 
with rhe certification re- 

garding pattnt No. 2. Them an action for patent infrmgoment n only be brougM with re@psCr 

to p&ant No. 1. 
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